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(57) Abstract: Melanin concentrating hormone an tag o- 
p^— nists containing compounds of the general formula (I) or 
. - s ■* \ salts thereof are useful as preventive or therapeutic drugs 

X fa y J<J * \ for obesity and so on wherein Ar 1 is an optionally sub- 

\^ 2 / * ' ' stituted cyclic group; X and Y are each independently a 

f : . R • • ** spacer having aC l4 main chain; Ar is an optionally sub- 

; \ m / : stituted fused polycyclic aromatic ring; R l and R 2 arc each 

fs| \ *" / independently hydrogen or an optionally substituted hy- 

OO \ .•*" drocarbon group, or alternatively R 1 and R 2 together with 

^ "*■ ••*" the nitrogen atom adjacent thereto may form a nitrogenous 

^ heterocycle, or R a together with the nitrogen atom adjacent 

O thereto and Y may form an optionally substituted nitrogenous heterocycle, or R 2 together with the nitrogen atom adjacent thereto, 
N Y, and Ar may form a fused ring. 
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4* -if P P-N- [6- (1- tf P U <?)V) -2-ry^)V\ [1 , 1 ' - fci 7xZjP] - 

4-#;l^?*i*-s$ F ; 

4 , -7;v^-D-N-[2-o-tf p u s^jioiSMW-'e-^y u =;w [i. r -t^a:- 

4' -7^P-N-[2-(l-h!<U i?-)V >J -;W [1, 1* -E7x- 

;v]-4-*;i/3i?^$ h ; 

4' -7 P P-N- [2- [ (2-PWP-4, 5-$? t F P-lH-f 5 W—)V-\-<i M * =^ 
;W-6-3V y Cl, l'-K7x^]-(-A****3 F : 
10 4' -7 P P-N- [2- [(2,2, 6, 6-rh7^ tf * U S?n;W ;* J~M -6-* y 

'J-;w [i, i'-if7i-;H-4-A;^W5 F ; 

4- (4-^ p 07 jl— ;w-N-[2-(i-b?n y 5>i;k*y/W-6-*/ y -;w-i-tf 

N-C2-(i-tfP u s^UjWWhmfv y -;w [i, i'-t*7x-;w-4-AM 

15 F ; 

6- (4-* a: ~ ; W -N- [2- (l~fcf D US?^^y^)-6-*/ 
>T5 F ; 

4-(4-^h+->7x W -N- [6- (1 - tf P u 5^— 5 1 ; V) -1-1- 7 ^; W -l - tf 
^U.i?>*;P^tJ-5 F ; 

20 6-(4-* h^i>7ai-;i')-N-[6-(l-tfP'J^;M^;W-2-^-75 1 ;Wnp^ 
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- 1 , 2, 4 - ttWT V-fr - 5 — 1 )V ; 4- 7 a: -2 — 1* ;k ; 4 

— T;U ; 5-7x-;i/- f ygij-*/— /p-4_^ f;p ; 5-7i"W 
^/-;i/-2— ; 4-(2-fi-;p)7i^ ; 4- (3-«=;W 7x- 
;P ; 3- (3- If U 5>;» 7i-;P ; 4- (3- if U ^)7x^ ; 6- 7i^- 
3- tf y ; 5- 7xZJP- 1. 3, 4- J?T VWi/- 2 - < ;U ; 4 - (2 - ^~ 
7fW7x-Jl/; 4- (2-^>y^ ^ -JW ^oq-;P ; 4,4 , -f;i'7iZjP ; 
5-7ai-;W-2-t!U^;i/; 5 -tf'JSS^U; 4-<4- 

tfU^;P)7ac-;i/; 2-7s^-l,S-W»/-^-B-f^; 2,4-5? 
7x^-l,3-tW-jP-5-, f/j, ; 3 -7x-JV--fytW-;i, 
-5-- f/P; B-7x^-2-7»J^ ; 4-<2-7U/W:7x=;M&:£*t3Wr 

Off* b < tt 2-, 8- *fctt 4- 1* 7 1- U;P ; 6- 7i^-3-lf U 

ff-M ^^P^>^;k J'^da^^k v'^p^y^k s^p*^ 
->^p^>5=--;^ v^PA^-fe-;k ^^P^^njk s^na- 
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;U, 7=;xfJK 75;^P^K 75;^Mffl, ^y-Cj-.yjw 

**ys,/<«» xsmktsa 7-nt;;vysA -fVTat! 

^jpys/fca, s?-c a _,y^^rsy(«, s^^ys 

A 5>lW5A i?7*oK*75y, 3?7*WSy, Xf^^^y 

S ;^a, *y-c 1 .,y^^ysy-c 1 -.y;Hr^(«» pWkts/ 
x^wys/^^k 7ntf;vys/;Wk -fv^D^ys/ 



WO 01/82925 



17 



PCT/JP01/03614 



. mm r h h □ * c 1 _ 6 7)wu fc*5 c j _ 6 Tjv^rjv ttm 
mm rAP^Xfc£ftTV>T*>cfcv> c ^.t;^;^ lews c ,.57^;!, 

5 #£L<fcn 3^0AP^>JiBK08 % 

yntf;K v^Q^JK ^P^>^;k 5^P^>^&£)&<!£asW 
*#03<hl/r&. ^o^ntf;K -sim^M ^d^>^;k 

1 Vi L- 5 ft U •£ U < « 1 is. Vi L 3 fflOA D (#1, 7 y fit, l&3?f , 

20 l^L^iS, IfSKSl &^L3 0©APy>I!C : ?(0i|, Jf*, 

25 p -f y y p tr;^*. ttji&t* 4, 4, 4- h u n 73^1^ 
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h'J7irjWfJk l-^-^^M^k 2-^-75 1 ;P^^;k 2,2-5?7ai 



01/82925 PCT/JP01/03614 

19 

cc-c, rAD^*><fb$nTV5T'b«kViC 1 _ 6 7JV^;vj , rnpyxts 
mm o\u^>{t^nxtox%^to c ,.,7^-*;^-^ tux\*, 

jwivwi^ju x^;p;unfcx;k 7p £;px;u*x;k <iV7u\>)\, 



WO 01/82925 



21 



PCT/JPOl/03614 



tlT UTtil> C LeTJV^Wj^-JK g&*£#UTV*T i b<kH C B _ : 
^/k xhi=^^) , c ^JJ^^jz-AM-;!/ (flu *h*z/*))V 



01/82925 



23 



PCT/JPOl/03614 



g), -hn. v-7A AO^>ft^WTfc«fcl>C 1 _ 6 7;i'*M C 6 _ 14 

^^;P7$y> x^7sy, ypfcMP7S>\ -r vr/Dt^KTs/, ^ 

-c 1 _ 6 7;v^75y -c l ^7)V^)vm. *?)vys.y >wk x.?)V7 
5/^^;k yotf;w7s/*3 1 ;i', ^v^atfji^s/x^k 
syx^Ma e?-c 1 .,7K;v7s;-c 1 _ 6 7MJK«, 

n \>m s / x^;k s Jy'^)vr s / x3sn^£) , 5 tn^ v i mmm&T 
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nTV>TfeJ;^c 3 _ 6 v^o7;Wki , rAD^ftsnwftivJC, 
..tjio^j , rAaywb$nT^T s bJ;ViC x _ 6 7;v^;v5 ; -^-j , r§ 
mS**i>TV5Tfc«kViC 7 _ 19 77;^;Vj * r©ma&*bwrt><fcv> 

C 6 . I4 7'J-Wv'J > M4flWTt < t^C,. 19 77MM 

*->j ttrn *ti-?n«wa rBft*«^rbTv>T'b«fcvJin«aij fc*sw 

V**tt*J fc&tt<5 rflHftJKj r^&g£WUTUT&J:V>5fcV>L7 
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;px^;k 3-7x^^nif;K 4-7xr;^?;k 5-7i^iK>f;i/ 
r»7K*Sj $f*L<«c 1 _ 6 7;WK c 6 _ 14 T0-;k c 7 _ 19 
5 r«ijyift^rL,TVaT'bJ:VsjKflHK5R*j fc^tt* rg&gj tvxit, 
1^>-W'XR *X X^ -ho, 

io ^ws/, i^vts;, ^nt^rsA -r vyntf;vT$y, 

15 ;* h^#;i>3£x;k xh^^A';i/5j?x;K' ^"n^^^^K tert- 

20 5 &v>l 6 m&mm*)vtf~M =ey-c l . B r)v^-)v-fj)vn^)vm, * 

s ?)VU)Vrt^)V, x^;i/*;wt^-f;u^£), s?-c l.7^-*^^ 
^E-OKflU s^^k&wvE-f^ 5?xg\>i';&;w , ?;E-'f;k x^m^* 
jwt^-f g&*£*rLwct><fcuc 6 . l4 7>J-;v-A^-f 

25 fcstiT^Tfcj;^ c 1 . 6 7;wi/7;^-;h m^»^LT^Tt>«fcvi c 
6 _ 14 7U-;k2Jk*;x;k *;Ps;i/75A Cum^-jbM?^ 

^ c 6 _ a4 7U-;i/-#;k£x;kt*:k c 1 _ 6 7;^^>'-*;^x;i/^ 



WO 01/82925 PCT/JPOl/03614 

27 

5 -n^/^w 2-5V-r;k 3-rV-r;k 2-7d^;k s-^d-ok * 

tufa f«ttt*i/Wfe*wc,. 1 «7y-^*=yi'J rc 
fl . 14 TU-;wx;w*-^j turn 7i-jwm=jk 1-3- 

1018 r«ttWttV»TfeW»C,. H 7U'->-*JW«'f^J 

*;w;t=e-r;^^->j rg&gj tbTtt, ME r«M6tirtT 
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a [2! 2. 1] ns 0 

5 10 io»lS*fcli 2 *#«fctt, 

10- 4-lf7VU JI/ ; 2-t7y-;i/ ; 2- 4-£fc« 5-fcfy 55> 

i-,2-*fc«3-tfay;k; i-,z-*fc«4— f s^/y;i> ; 3-£ 
fcfcU- wmzM, ; Z-^vrrVVfr ; MVtWJA' ; 1,2,4- , 
^^7\/-;i/-5--fJW;l,2.4-^W^T\/-;V-3--r;W;2-,3-,4 
-, 5-£fc« U ;p ; 1 -, 3-, 4-, 5-, 6-, 7- 8-< V^/ U 

15 ;P;l-,2-,3-,4-,5-,6-^fett7— 1>\*V)V; l-.2-.4-ftfctt5- 
<f V-f > H 'J ^ ; 1 -, 5-*fc« 6- 7$ 5z?-)\> ; 2~, 3- * 
-y-U— ^;2-,3- ) 4- l 5-$fcli6-^>y77^;2- 3-,4-,5-tfc 
« 6-^>y^X~;P ; 2-, 4-, 6 - Ss&fij: 6~^>V^7V U JP ; 1 2-, 4 

-,5-*fctt6-^>X-f 5^yy;^«H©^s^^5!i«;M^«, 1-.2 
20 -*fctt8-'tray^n;p; i-,2-4-S;fc«5— - f$^y*u^-;i/ ; 2-s 

- , 3- 4- y >W ; 1 - Sfctt 2 - fc?^7 ; tJP^ V J tz. £ 

25 t£ rflBfta6ft*bTViT%»±vi«*m36j taw-* mm&i turn 
nm— x& ■=> x hmu x i>t *> «k v>. 
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10 T0g^ufcfe©7&^vi&ns. 

r®ms«:WbTVi.T'bJ;^c 6 _ 14 TU-;w-*;^^J tutu ia 

Tteiv^WRfcfcaaJW^-f » rgtfc5S*« , uwr%)«fcViC 6 _ 1 4 
ry-;vx;v*-;ki tutu ^n^nsuia r«jfta&*UT^rt>«tvi 
kahK**j fcfctf* rg&*j tuTW^Ufct>o*«fflv^6n*. 

25 emsnfcTsy wmnf m^v< \t, a : -nr 6 -cor 6 . -nr 5 -coor 

6a % -NR s -S0 2 R 6a . — NR 5 — CONR 6a R 6b » — P0(— OR 6 ) —OR 6 

mmm ; r 6 °«*eta r 3 a t mmm : r 6 b « r 4 1 pi***^) t« n*r 
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tarn rr'>m->j'tiTti, mx.& tria HBT«ft£n& 

ttis&mtf*>n> $?£L<te, 5£:-0-C0R 7 , -0-COOR 7 > -0-CONHR 
5- 7 , -P0(0H)-0R 7 £fc«-P0 2 -R 7 C^I^v R 7 «StFf2R 3 «t^«^ 

h U 7Mdm h^^*M^j^->, x h^ft^x;!^*^, 

i?x^;i/#;w^^;i^^>&£), g&S£WLTu 
^:7^;kfrjw\^^;r*v'&£), -rjgvf iVOr^U 

20 r^g^L-TViT i bcfc^c 6 _ 14 T , J-;W-^;w^<;i/^^j fcfett 
© ' £ rg&gj ttxil WI2 rgigg£*rLTivr%> e J:ii c 7 _ l9 7^;wki 

25 

HU mfi4,5-^tHD-l,3-Wy-;i/-2-f;K 

i,3-f7y-;i/-2- -f;k4,5->>t kd-i h-2— f ^y\/u;^£ds^ 
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<OV1*£) ;lJttWUTV>TtiV»C,. II 7'J-*-W : ^* <# 

p (ft&V< |^>!/^7i>- 2 -^jHJI*W3 f&£> ; 
N- (g«|«S^rl,WT'b«fcViC <l _ 14 TU-^-*^^) -n-c x _ 

y W*b< »7x^V75 / *M^75 /fei:) ;ItSStbt^ 

)v*)V-fc-)vr 5 y & £> ; u wr t><k v> c a . x 4 t u -;]>-;& 

25 i7DP7xn;k /f^7x^. ^h+^7x-;0 fc£*>#®fc@&* 
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tf^lfS K(0£l<<te^>VW:7x>-2-- iJVjjJVtf^H-S. Fft£) ; 
N- («ft»€^bWC'b±V>C 6 _ 14 7U-Jl'-*;U3l?^) -N-C,. 

5 SUE) ; WS^UTViT%<fcViC 6 _ 14 TU-;i/TSy^;P#-;U75 

T%>ivic 6 _ 14 TU-;^;v^;i/T5/ (»^u<«4-^h^->ix- 

;W*;P*r:;Kr^yft£) ; Wte&ftfc-LTVvcfej;^ C 6 _ H 7U^-* 
;W#-;i^-*>- Off* V < fc£4 - ;* h^^v^l^^ftt*) ; 

io ft ssfcrftse&g&^ft^ti i ft n l 3 @ (a?* k » i 2 ® 

7xn;i/-tru^;u <»sb<tt6-:7x:^--3--ifUsw, 5-71^ 
;W » 7i^--fyW/-* (ffSL<H3-7x-;Mvt^ 

15 »/— ;w-5— r/w , ^7i=jv-w;-^ 4-5^7 

tt4- u-trusw) 7izjW „ 7x-;j/-tfusy-;u (jifSKte 

2-7 x 5 - tf U 5 , ^>y77^-7xr^ Gf?£L< 
tt4-.(2-W77=;W 7x-;W , 7'J;b-7i^ (0S;L<« 
20 4- (2-7'J;V) 

14.7U— ;p (ffiL<»7x-;k 7MD7xz;K #DD7x-;k ^ 
25 zs-)V. l, 3-5?^if-;i/ft£fe^f&n«. 



Ar *HU S5fc#*L<li» 

(1) Any>jRf (^KH7'y$, **fc£) , Apy>ftS 
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(DC ,.,7^1/>(«IA.«, -CH 2 -, -(CH 2 ) 2 -, -(CH 2 ) 3 -, -(CH 2 ) 
4 -, -(CH 2 ) 5 -, -(CH 2 ) 6 -> -CH(CH 3 )-> -C(CH 3 ) 2 -, -CH(CF 3 ) 
-, -(CH(CH 3 » 2 -, -<CF 2 ) 2 -, -(CH 2 ) 2 C(CH 3 ) 2 -, -(CH 3 ) 8 C(CH 
10 3 ) 2 -&<»:) ; 

(2)C 2 . 6 7;^l/>(W^ll -CH=CH-, -CH 2 -CH=CH-, -CH 2 -CF 
=CH-, -C(CH a ) 2 -CH=CH-, -CH 2 -CH=CH-CH 2 -, -CH 2 -CH 2 -CH 
=CH-, -CH=CH-CH=CH-, -CH=CH-CH 2 -CH 2 -CH 2 ', 
(2)C z _ 6 T)l*~U>(m&\I. -C=C-, -CH 2 -C=C-> -CH 2 ~C=C- 

15 ch 2 -ch 2 -&£) teZifimvf&nz. 

1, a-S'im'O^l'^ ; 1. 2-z^i;n^-yV> ; 1. 3 -S/^P's 
20. 4-->^P'\^^J/> ; 1, 2-^P^5 t ^> ; 1. 3 

-->^P^s^U>; 1, 4-i^^U^Zf^U> I 3 -^^P/s^-fe>- 1, 
4— S-^O^V-l, 2 — fU>,2, 5-^i7n^s^ 

25 

b<te-0-, -S-s -CO-, -SO-, -S0 2 -, — NR 8 — (R 8 «H5IBtt^ 
Mm) > 3$&Xf/\vy><k2nx^Xb £V> 2 fill© C j.e^iR^iptflS***** 



ftM&mu turn iwBAr^^n* rwu&fc*i/o>Tt>£ 

V>mXJ frfetf* WSJ 0JWMtfcl/T«l3Rbfct>03& l «W6n«. 

*fc» 3 ^^t^^^fctt 10 MMRamKttiarefcs. 

|JX ^>F-^fc£Tife?K fefrT?t>7-7*l'>\ */u>&£;«£U 

1 

Ar 14. ttCff*Ktt*yU>*fctt^7^U>T**: 
"l l jS&Ztl*ViR%tl& m&&%GbTKXh£Kfcft&%&} tbX 

•tt r«MI»bWTfeJ:V»JIMfc**atJ r«|«*# 
bTwb«fc^Cj_;r;p*;pj £fcfc7xr:;kT?(&s. 

**/k x?;k 7°ptr;K -rv^a^k t* 

3Vk 'fV^fiK sec-?9Vk tert-7>;k ^>?Vk 
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Xbsnwr%£v> c 1 _ 6 7;vn^>'j » rAP^'fbsnTvvrfc.ki* c 
rAoy>-ft;$n'r^Tt>J:ViC 1 _ 6 7;^;i'-*;^-;i/j , tao^> 

El-bo**. SB^ttR— TfcoTfcSftoWTfeJ:^. 
15 • 6fcff*U<BC x_,7^W*5' ifM V^OK 

frt>m\xn& i &v>l- 3 ^©^xPii^&s&fc^A/WT seic 

v>>, ^;P*U>, mWJ>, K1U3», tr^53?>, HDiJ^X 
25 ^+^^l/><5>, ^l^bHotfUS^X 

7$xn, 1,2.5,6— rh^fcb* p try ih— r$^/-;K 

H p_, H _^ 5 ^y_jK 2,3-^k HP-f >H-JK 1,2, 3,4-rh7tH 
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nm^te&zmmmttzmmz^Tumtt 1 m&LtmM& i~4 m) 

£3*HlfcV>b20M, »*U<.ttll*fcttl8Jl©«l^i(t5* ($?£b< 

5 >l/[g]-f U>, fh7tHoW[b][l,6]t7?U^Xfh7h 
KD^>!/[b][l,7]t7fiJ^X ^h^bHDhTU KC4,3-g]^/U>, ? 
h^hFnbU H[3,4-g3=^y U>, ^h^kKafU H [3.4-g]-f V*cJ «J 
>, ^h^t KnfcTU K[3,4-g]3V^tM>>, fh^t h'alfij F[3.4-b] 
^h^fcFntry HC4,3-b][l,5]^->'^ , J^>, f h7bh* 

10 DfcfU F [3, 4-b] [1, 5] ±:7^U >>X 5 s - b 5 1 h* □ H U H [3, 4-g] 4v*-y U 
fb7kFDtf'J HC3,4-g]7^7^>, ^b^tFn^MM-ilTifhr 
>, fh7kS*D7iftf;[4,5-g]'f y*/ U fh7t KD;r.-£kV 
t4,5-b]*yj>, rrb7fcKD7l£k/[4,5-b]*/*l7-U>> xh^bF 
D Tift!/ [4, 5-g]^^U>,fb7t^a 7i?b / [4, 5-b] [1, 5] 7^7^ 

15 U>?>> 7^h7hHDT-lftf>'[4,5-g3 737v> 5 >, ^^-tJ-tKn^-^h 

[2,3-d]7l/V>, A^tbHD7yWf4,5-b]^;'JX 5=-b7bFD-J3 
-*;W*'J>, rh7k Kab'J H.[4. 3-b]-T > ^h^bKobno 
[3,2-g]-rv^y UX 7^h5hKDtfaa[2,3-g]-f y^y UX fh7k 
HDtfU K[3,4-b]7#'JS?>, fh^kHDk'J H3,4-b]7x7-^>i4t* 

20 ##tf£»n&o &^t*>> T^h^bHa^yy [b] [l.eiT-^f'j^&if 

25 flAISlftVibEft. $?£b<&l fcl>b3®T?&-5o 2 fla«± 

^b<fiAay>fb$nTViTfe<l;Vi c (iff £ 
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4- -v u n-N- [2- [ (n, n-77 ^7 57)7 7 u -;w ci, r -t* 

4'-7;^o-N-C2-(i-tfnu^-;i/^^;p)-6-^y u-;w ci. r-tf^x 

-;i/j-4-£;i^*^ H ; 
5 4 , -^nD-N-[2-(i-trau> f ^;M5 i ;w-6-^/u^;W[i.i'-tf7x- 

;H-4-*JP^^5 H ; 
4 , -7;^p-N-[2-(i-tf^u> ! ~;^5 i ;i')-6-^/ un;w Ci, i'-b'7x 

-i;W-4-^;^^-y-5 H ; 
4* -7 p p-n- [2- (i-tf< U -7-J1/7 J-M -6-* 7 U n;W [i.i'-t:7x- 

10 ;W-4-*;v^^s H ; 

6- (4-7 Mo7i-JW -N- [6-(l-tr.n U i>=J\r**-M -Z-l-yf-M—tt 

6- (4-7 DD7 x-;V) -N- [6- (1- fc?P U 5>n;U7 -2-± 7 ?M -3f> 

15 6-(4-^^;V7x-;w-N-[6-a-tfa u 5?~;V73 1 ;W-2-:J-73 1 ;W-p^>' 
75 H ; 

. 6- (4-7 MD7i -N- [6- [ 9-)V7 5 7)7 -2-7" 7 = P 

6- (4-7 P P 7 x -N- [6- [ ( 5>7 <?)V7 5 7 ) 7 ?S> W -2-7" 7 3\>M - P 
20 775 F ; 

6- (4-7 ^;V7 x-;W -N- [6- [ (-77 ^;V7 5 7)7 -2-7" 7 -3 5=" 

4- (4-7 p 7 x-;v) - n- [6- a- 1! p u '7=.;V7 -2-7- 7 -1- 1! 
25 4-(4-7 h^>7xr;W- N-[6-(i-tfPU -7n;v75 1 ;W-2-7-7^;W-i-tf 

4-(4-7^;W7xn;W- N-C6-(l-tfP'J-7-;P7^)-2-^-75 1 ;W-l-^ 
U >7>*M^5 h* ; 

4-(M^7x^W- N-[6-[(-77^;i'75 7)7^;W-2-^-75 i ;P]-l-tf 
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5- (4-^ P P -N- [6- [ (S? ^ S./)* -2-T7^M -2-tf 

U5?>*^#*ij-5 F ; 

5- (4- 7 P 7 x - )V) -N- [6- (1- tf P U =?)V) -2-i~ 7 -2-tf 

U V s >*^#*U-5 F ; 
5 4'-^;1/^-p-n-[6-[[4-(4-^ b^v-^xn;w-i-tr^u *&M-2- 
i-7^jvi [1, r -tf 7xz;w-4-AM^ts f : 
4'-^dp-n-[6-[[4-(4-^ j/yi^W-i-tf^'j ^?;w-2-t 
7^)V) [1, r-t'7r-jw-4-*;^ ^if 5 F ; 

4'-* h*5>-N-[6-[[4-(4-* h^i/7i-;»-l-^U ^-JW^^W-Z- 
io ±7^M [1,1' - If 7xn;W-4-7j;^^r-y-5 F ; 

N- [6- [ [4- (4-* h * zs 7 x ~)V) -1- tf * U 3?=M ^ -2-^" 7 -4* - 

^^;i/[i t i'-tf^x^;H-4-*;^^s H ; 

4' - 7 P-N- [6- [ [4- (4- 7)V*U7 x-)V) -1- tf t u * -2- 

^7^M [l, r^if7x-;w-4-*;V^-y-5 F ; 

15 4'-7DD-N-[6-[ [4- (4-7 Jl* D7i -1-tf^U ;W ;* 3VM -2-^ 

[l, i'-H7ain;W-4-^;^^+i-5 F ; 
N-[6-[[4-(4-7^tn7i-;w-i-e^y > ^ -;^3^^;^]-2-^-^^;^]-4 , - 

^h^~>[l,l'-lf7x^i;H-4-*;i/3j?^5 F ; 

n- [6- [ [4- (4-^;i/^- p ^ x =/w -l- tf ^ u ;* -2-^-7 9\M -4* - 
20 ^^Hl, l'-lf 7xn;W-4-^;V^D-$ F ; 

4'-7)V*U -N- [6- [ [4- (4-* 3^ 7 x - 1 - tf ^ U 9 J~)V\ * -2-j- 

7=f-M [1. l'-t*7x-Jl/]-4-*»t5 F ; 

4'-i7 PP-N-[6-[[4-(4-^?;P7xz:;W)-l-tf^U 5>=JM 
[l, r -H7x-JW-4-*M*t5 F ; 
25 N- [6- [ [4- (4-* 9^:7 x ~)V) -1- tf ^ U ^->>W] * -2-^-7^] -4* 

h+->tl,l'-lf7x-M-4-iJ^m5 F ; 

4'-^^JW-N-[6-[[4-(4-^^7xn;W-l-tf^'J V-M^M-l-1-7 

[l,r-tf7x-;W-4-AM^5 F ; 
N-[6-[t4-(4-t FP^r>>7xr:;W-i-tf^U V-)V\*?-M-i-1-73-M- 
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N _ [[4 _ u-yfr* D 7 x~JW -1- 1!^ u s?-;w pWW-2-±7 -6- 
4-(4-7;i/^07x-;W-N-[6-[[4-(4-^b^^7xri;W-l-t!^U^;W 
5 4-(4-^DD7i-;W-N-[6-[M-«-^ h+S^x^W-l-fcWJS^W* 

n- [6- [ [4- (4-* h * is 7 x-;w -l-tr^u 5>-;M ^ -2-^- 7 -4- 

io a-^^^x^W-l-fcr^Uv?^*;^^^ H ; 

4- tt-7)V*U 7 xn;0 -N- [6- [ [4-(4-* *)\> 7 x-jP) -1- 1!^ 'J S>~;H ^ 

4-(4-^an7xri;i/)-N-[6-[[4-(4-^5 1 ;V'7xri;W-i-t!^U^-;W^? 
i5 4-(4-^ b^$/7xr:;i,)-N-[6-[[4-(4-^5 1 ;i'7x^;w-i-tr^u> ? ^;n^ 

4- (4-;WU7 -N- [6- [ [4- (4-* ?)V7 x -1- tr^ 'J 3*=JW ;* 3=- 

4- (4-7 JV^" a 7 x~;W -N- [6- [ [4- (i-7)V* P 7 x^) -1- fcf ^ U S?=^W 
20 **$-M -l-±7 ^;W-l-t!^U v^*;^*^ F ; 

4- (4-7 P P 7 x n;W -N- [6- [ [4- (4- 7M0 7i =^W -1 - U 5*n/H ^ 
N- [6- C [4- (4- 7 )V* P 7 x -1- U S J~) W * ^ W -2-* 7 3V W -4- 

25 N-[6-[[4-(4-y;i/^P7x-;i/)-i-fcf^us ? -;w^5 l ;w-2-!h7^;p]-4- 
(4-^^7air:;i/)-i-t!^U^>*;u^^S F ; 

N- [6- [ [4- (4-> P P 7 x -1 - tf^ U * ?M -2-1-7 *M -4" (4- 

7;^P7xz:;w-i-tr^u^>*;w^u-^ F ; 

.4- (HDD7 x-;U) -N- [6- [ [4- (4-7 P P 7 x -1- U ^-JW * ^ 



rot. m& y>«t, *fi^#i^2©«fflW[i *fc 

(I) (10 *»Wft«fc«Br*i:i:^**) 

& *ft^CDVi1*nTa&t)T I b«fcVi e #»4&0«£, 0.5 3 

2*>\z, HMMsfttttt* IWl&Tn^ («U 3 H> 14 C> "Sfta Tails' 

® io snwtfccfcK 

ttm&w& %%mfa mmfc mmfc mmmz^ 

tt. (-)-SEIk (+) -1-7x^^1/75 X (-)-l-7 

2) *7;P# 7 Aft 

7t S#*fctt*Oil[*3iMMIttft»»B* 7 A (*7^* 7 A) fcfcttT 
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7^x;Wb, ^>^;W7Sy*;V#3^Mb« (5-.?WI'-2-**v-i. 
;wb, trnuv^wpwwk If/tn-fJVsj-'frS'J^JWk tert-^V 

/wsMJWk 7a/v-OWfc K/to-owfc *^5/=yWb, 7?u;v 
<ts«3 (io ©5D^*'>Wx^« rsFflssnfcfl^ft cak 

7*ui^x*:r;wb, (5-^?;v-2-^v-i. 3-*s**v\'> 
-4-<;w ^^xxxJWt. >>^D^'>;v^'>*^x;i/x^;vx 
*T-;wt, ^jvrk wtzntcitsmtz £] &»wiHf e»tis. ens© 

te&te (10 o^aH7'^»> j£JH#0i 9 9 0¥=PJ mm&o 

W^fr^-fb^ (10 icWSfeO"?*^^^^^' 

fc*; IWt^ttTffl^^ns^ (II) &HL (XIII) . mm 
(IVO * fl5-&* (ma) , <k&® (nib) » < lllc > * (IIld) * 

cino , fls^* (ii iw , K&m (h i i) •wewtti/'ni 

25 v>T%>.tv>. dOi5ftltlTtt, MEbfcft^* (I) £fcte (r) © 
##PEJ&> 75/<bE*» xXx;WfcK&, 75Hb£J&, xJWWbfi^ 
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<i^dd^», x-^i^is U < THF) & £at#tf BftS. 

U^Mt&ttJ;^ >J±^J|075 Hi (#1, U^AT5h\ 

^75 H, U^A^lM^v'v'^K, ^hU ^A^IM^S^ 
v5>b\ #U£A^^^;io^5^K&£) , 7;^'J^JISfcS7;V 

xh^r->b\ #U^A t e r t-7h*->K&<>£) &£<£>3£ig^ ; . 

2) 7;^U^S7t«T;^ U±|g^M©*^-fb#7 (M> 
rt^HJ^A, *g£ft#U<>A, 7jc^b'J^A, Tjcllft/ty^A/ka , 

T)i'f]V&m&rc\z7)i'*)v±m&m<Dmim. mmj-vvvh^ m& 

3) 0H;LteL M)x^;K7^X ^-fV^atrjl/X^TSX N-*^ 
iWJX ^f;i/75/l!'J^X DBU (1, B-Vrtti/Zu 

C5. 4. 0] ^>^*-7-X» , DBN (1, S-^nftfv^O C4. 

3. o) y>-5-x» fe<jfora>m;m«t?us7>, -r 5 ^/-;k 
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tt, **fltf-HJ9A. \m.iiW2*. fflfLTYV?^ *«<W-MJ*A* 
3ft 5 £|U)fcV»U 40 um 8P £l/< tt 1 feV^L 18 *MT&*. 

W — N— (CH,)w4 — Ar — Y— N' = 

'••....•••/ 

(Ilia) 

#=;k«, *b*">*;Hffx;k Ib+^M-^ tert-^h^->*;w 

x^;k>U;k y^Wx^U^ tert-^V^^^W^U^ tert 

*». 3**fc£). Cj-.T^a*^^ *M^. xMr*\ yp^"> 
£fcfeix h □ fc£T»&£*lWTt><kV>o 



WO 01/82925 



PCT/JP01/03614 



61 

LT^$.n^ mm&i turn m^.w\u^>m^ <«; m.m< it*. 

^ rmg|*^LT^Tt>«k^c 6 _ 10 7U-;i'^;i'^r:;i/^>'j fcSsW- 
io Tfej;vic 6 _ 10 7U-;^;i/^;p^^j ©*#«£bTtt, ^>i?>7. 

AD^MbMb**^^ -h'JMii, 7$H**«, 

20 M-t^5iA<DiiJ^T^'&UT^ViT'fe<fcVi. 7t^f'j;W N, 

N-SJjWWWATSI* (DMF) , 7irb>, x*./-;k KUS»fe 

25 £jSi&g£fcM§-2 0t;&taL.2 0 0T^#3;L<tt£ia&V>l, 100 , C"C^-5. 
SjSP^te. 0. 5 RtfflfcUL 1 BTSSo 

U»*A, K»**±hU^A, ift»7k**U»>A, bUx3^75>, tf'J 
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2761 (i992)7^^icl3m©RJi&^ ; 5Vi«c:n^TSS/!&^#-rc:tt4;^T 

3212 (1991),- 5?*-?-;]/ ^ ^^W^^S^hU-, 35 , 2761 
(1992)fc£)fcJ:D. N-**U--f HS^SItSCtfcAoTttfrSJlt 

jKrf&ffr&fe (1 1 1 i) 0 mii-r^ H fc*«T?ft *. 

fl5-&«aila)tt, 5£ 

R 8a 

I 

W — N — (CH z )w4 Ar — R 9a — CO — R9«» 

(I lie) 

■fb*^S2r, R s "«7K*IE-?src:^ay>'fb$nTViT'foJ;ViC ,.,7^ 
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R 88 
I 

» — N — (CH 2 )w4 ~^Ar R** — COO — R9<> 

5 (Hid) 

it-swan*) \z. £ 

R 8a 
I 

W— N— (CH 2 )w4 — Ar CH 3 

15 (Nlf) 

■^xPit-f ?)VZ, 22, 195 (1984>& ££E*<D#i£) Dx^S >fc£fe 



PCT/JPO 1/03614 

WO 01/82925 

Ar'-CCH^S-COOH + H0-(CH^4 — Ar — Y-NC^ ^ : 
(ID (IV) 1. \ }:'"' 

"' "" /-•■.. 



ft^»(ii)© r»e?fflBi»fl?j turn *refcn«(Qfe©**/iv>&n*. 

ftj^Tffe, *A9-f bl>. 

10 mm. ^mm^mm. ~hV)vm&* 7sh*«* 

r&Sj fcUTtt, »BfcWM»©t>©* | ffl v *^* 1 *- ****** $?*b< 
15 • ». *jWW-b»J^ IWWJ^A, HMWhUfrA. *ftfttf-hU*A. 

a* 5 ^w^vi b 40 nm » * b < « 1 &v» u 1 8 we**. 



[«iift3] 
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MS) <Dik&® (IV) £ * % 0. 5 fc V> t, 5 Mift Of £ I, < fit 1 fcH L 1. 5 3D © ■ 

9^SK*«SFJi, -MUK^M, 73K3fc*tfc *-»*jSI*, ^UJ/**^ 
v>T%>«fcVi. fc&Tfc, T-fehxhu;K ^Qn^>, ^nn*Mft 

a* 5 ftmtz^ l> 40 u < » 1 &v> u is *. 

[tt&f*4] 

5 5$ (I) fc*^TX^-(CH 2 ) w3 NR 8a C0(CH 2 ) w4 --tf^-5fb^#J (Id) 

Ar — (CH £ ) W 3 — NH + H00C — (CH 2 )w4 — Ar — Y—fi<^ 
(VI) (VII) ( \ 

> 

R • 



A r 1 — (CHj) w3 NCO (CH t ) w4 — Ar — Y— 

(Id) : • n 



to^m (vi) a, eflE4Mn©^aic i DSSirr s c t 

ft-&*mi)tt, S#^O^TS, «A«TO9838156 tCS3*0*k**^>tt 
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tesm (yi 1 1) te^n^m a» t& $w&%\<D%mz & o tresr * t fc* 1 

5 5£ (I) fc^WTAr 1 ^lil£fL.T^Tt.iV^mfM (Ar 2 
-Ar 3 ) -ZftZik-SW (I f) ffS^dmBTU-^y^U^E^fc 

L 1 R 1 — •. 

Ar *_i_ L ' + L— Ar 5 — X-Ar— Y-N<^ } (XI) 

• : R - •' 

(X) •. \ y: 

/«'••, 

*- Ar J — Ar— X— Ar— Y— : (If) 

: \ R -*"* 

'""*'*/ 
' 

io Ar 2 *5<j;t;Ar *n*n«*i***uwT%>j;v>¥»5£#* 

Ar 2 &«J:tf Ar 3 T^$n^> rg^&W^TV>Tfc«kVil|££5£^#;BS£S 

is fctt*£3?*fc*J »c^T, rg&gj , nnats;S?Wfc*j , r*£Sr 

Ar 2 :fcJ;tf Ar 3 #, fblCgiS^tT^TfeiV^i-^T^rj, Ar 2 
-Ar 'dtggl^SWUT^T'bAVitf^ac-U^T?**^* 1 ^*^^ 
7U-;W35jyyy>^EJStt* g^»©*fe. 
20 *#>S^"H7 (Acta. Chemica Scandinavia) , 2 2 1-2 3 01, 199 

(x) ti^i/sai (#£ u < tt i fc^ i • 5 ss) ©<b^* CD 
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L— X— Ar— Y-tl( ; (xni) 



tt&m (XII) fcitfffc&to (xill) S#&»©;frifcfcJ;0SiB-r*c. 

'fy^n/v, -;k t e r t - ^ y £jwb v> & n* . 

MIB ri-r;^SIU tbTH 09*K£ $?x^;bx— rh7k 
S„ 

1012 muni tbTtt> 09*. WT, -S>if>> huxx *~>w>, 

t: u s> > 35: a* tm v » 6 n § . 

>35; <Jf ^ffi ^ & . 
Mf3 TTS KXttttgj tLTS, 0j|*fcf, N.N-v7?MM7$ h*(DMF)> 

«HErx;P**^ HJR«FttEj i VXii, MZ.it, V^JV^Vttzs H (DMSO) 
«TI3 rnM?^*»HU tbm «*fifc 7thrHJ;K yptf^-x 
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/f)\,—-?X -*—1$~v9 i^-fev-X (Protective Groups in Organic 
Synthesis), John Wiley and Sons T»J<1980) ^K^bTfr 3 

15 

20- ibT&©im>®#£bT#2*rt'b«):V». 

^Bj-fb^Wi, mch s*#s*tf^ffl &*rr*fc«>» mch fcBH-r* 

25 bfctfoT, *«W{fc^«*^'rs^5=i>'«**^ : e>tt*Kj (BIT* 

ty^, 5^* ^ ^ ^> t^C^U 
MCHK:eH««©^l»-?&«0Sl^^tbT5fc±k:«f«n*. 
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?)v>7. F*/v%teawm?p>n&o 
(l-hpc) fttwens. 

x£A, J&ffc^>1fhx£A, ^X^TU >m^U^U >&£©#®f££ 
20 ;kt;PP— x± h U *3S>Hr;i/P— hKo^^fM^D-X, 

25 t^mmtvxit, mz.& u>afc£, ram, *x 
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<«VW>SM» . JTT-501, GI-26 257 0, MCC-55 
5, YM-440, DRF-2 5 9 3, BM-1 3-12 58, KRP-2 

X^U-b% =-3^U-F (KAD-1 2 2 9) , JTT-6.0 8a« 
H^7^-f FffltbTtt, ^5>. 

xuv^^wcns. -r>xu>tbr«. o. 45^60. 9 (w/ 
x u >a> e> ns -fu ? 3 >x <j >m$b& £ tf§ v>6 . * £> 

i^otxD^tns^ -tie. ttM©*tfcic «fc 0 Mtwrc**- 



W ° 01/82925 PCT/JPOl/03614 

81 

^ujk T5-fe^u;K (mm x^yu;K u>v:/u;k -fs^yiuk 
^rtyu;k ->7if^u;K «#yy;k h^>H^^u;k (igit) 



#y*A^>*AHngiL,T«U «*tfWPT*iJA, L-27152, 

al 0671, Nip-121 fc^a^tf snsi 

^l/^^;K rVV&)V5r>s -<)V^)V$>, CS-866, E4177&£j^tfe, 
10 tlS. 

±te r^niM^^ (am®^SE^?sai) j turn mkhmg- 
±12 rntejiHmi ttm mfcf-r ^o?!^^^ ens. 

±13 rflRRfcjfcj tUtll ^J^.^ p;i/v?T-fe*^^5> h\ ^XifAA, 
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d : (doublet) 
t : HJ^W h (triplet) 
q : ^r^ryf (quartet) 
m : TJl^rTVy h (mu 1 t i p 1 e t) 
b r : 1* (broad) 

J : ^-y^^^t (coupling constant) 
Hz : ^JVy (Hertz) 
CDC1 8 : l^DP^M' 
DMSO-de : Sv'^^VXJV^^H 



N, N-W**M7SF 



THF 
DMF 
DMSO 
WSCD 

WSC 

iH-NMR :^Df>^^*Ri 

(at7'J-#&CDC l'jtTftStft. ) 

I R : #*t-$MXX^:7 
Me : 

E t : X^;W 

HOB t : l-tHD^v'-lH-^^bUT^-JU 
IPE:^V7*D tf;i/X— r;P 
DMAP : 4-^^^T5ytfU^> 

IUPAC-IUB C omm is ion on Biochemical 
Nomenc 1 a t u r efc«l»**V>tt*«»fc**t*«H»*fc 
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AT g 




HIS 




D V» 

r n e 


: 7i-Jl'77-> 


Ty r 


: 5 1 o$x'> 


Tr p 




Pro 


: U > 


As n 


: 7W?#> 


G I n 




PG1 


: Ko^5>l 


Me 


: PWl'* 


E t 


: x^;vs 


Bu 




Ph 




TC 


:f l 7»/U5»-4 (R) -AM^tS HS 



Tos : p- h;i^x>x;i/^n;i/ 

CHO : 7M^;P 

B z 1 : 

Cl 2 Bz I : 2, 6 -^DP^>yA 

Bom : ^>S?^*4 t 5'^5 t ^ 

C 1 - z : 2 - ^ o n-^>>?;^^>>^;^-;i/ 

b r — z : 2 -^'d : e^>^;p^>'*;^-;p 

Boc : t-^h^r^*;l/^-;l/ 

DNP :yZbD7i;-^ 

Tr t : h U 9^1/ 

Bum : t-^h^y^ 
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t h SLC-1 <D±7 5 J mgSM&Jfift* 
[lE^JH^ : 1 0] 

k b SLC-t (S) S3- FT* cDNAOX* U fc*« Ufc^DNA ft«T. 

[I&^Jfl^ i 1 1 3 

5 kh SLC-1 (S) *3-Pf* cDNA©** U fc«Bl/&**MA**rr. 

k h SLC-1 (D & ^ - FT* cDNA U -= >f t fe^DNA ft*T. 

(@a^ij#^: 13] _ 
k h SLC-1 (L) t3- FT* cDHAO* * U Ufc^DNA^f. 

fck F SLC-1 (S) cDNA ©^ft*S9H 

5' We Sal I«WBPWH«n*n, *fcS*' «fc.SP« I«WW r «* 8h 
fck F SLC-1 a) cDNA ©£&£@E?>J£^To 
CSB^JS^- : 1 6) . 

kh.sLC-Ks) w»ciD«»J:tfthSLO-ia) JWaBi*o*fo-> 

ICW* SLC-lmRNA ©#§l«*»*«fc*fc»8 l 'fc ,J #7^-7 
(riboprobe) StpTo 

mm i - 6i»6nftiB«H: 9«sn««»iwi*3- *« dna 

fe^9^5Ht*S»«a*# Escherichia coli DH10BMSLC1L8 tt, 

toi 1*2* i B^mmm^mma^^^^f^ 

IBH) fc*fHH*FERM BP-6 6 32iUT, ¥£11*1*2 1 
H*6«Ha^-«WH(Wr<IFO) fcfKWIFO 162 54*U 

25 TWtsntv**. 
##09 1 



15 
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mW-m : C, 70.31; H, 7.01; N, 5.12. 



HM:C, 70.36; H, 6.89; N, 5.14. 

3) fugB2)T?#fc 6-(k Yu^^M-l-i-y^frft- 

n*-h (1.00 g, 3.66 mmol)^^nP^^>(18 U —Mfc-? 

5 >#>(1.59 g, 18.3 mmol) £Jo&, ^Sl?4^r B ^#Lfc„ 

zwt&u&nzmBi,. ^vya&ujL-T-jifrzmmfcisT. tert- 

79-)V b-fc)V*)V-l-jr7^)\,%-rt*~-Y (889 mg) Sfi«itT# 

'H-NMR (CDClj) 5: 1.57 (9H, s), 6.76 (1H, br), 7.44 (1H, ■), 7.83 (1H, 
d, J =8.4 Hz), 7.92 (2H, m), 8.09 (1H, s), 8.25 (1H, s), 10.10 (1H, s). 

•4) Bul33)-^#fe tert-^;P §-ib)VSL)V-2-)-7^)\,ft-n*— b 
(300 mg, 1.11 mmol) ^i&g&i; (270 mg, 3.32 mmol) 

7-JK2 ml) £Th7kh'077>(2 ml)<ajg^®a^U ~>:7V hy 
tHDl25ith>J!)A (210 mg, 3.32 mmol) SfiT2^P«L 

-^=10: 1) fcT**»U mmib&W (242 mg) «Mttft4fl&UT« 

'H-NMR (CDC 1 3) <5: 1.55 (9H, s), 2.27 (6H, s), 3.54 (2H, s). 6.75 (1H, 
s), 7.32 (1H, dd, J = 3.1, 8.7 Hz), 7.42 (1H, d, J = 8.4 Hz), 7.64 (1H, 
s), 7.71 (2H, d-like, J = 8.7 Hz), 7.96 (1H, s). 



1 <D 2)T»fc teri-y^)V 6-(k Fa**, *<?)],)-2-?-y 
A^-h(500 mg, 1.83 mmol) t bV 2.^)17 5X0. 254 ml, 1.83mnoI)$ 
T h 9 b H d 7 ? >(9 ml) \zMM U frftT* ? >*)\>*-)V2 a U h* (o. 1 42 



###12 

tert-^;i/ 6-(l-t!a U V=-)V*=?)V)-l-)-y3-)\,ti-n*— b 




H 
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Fftfttt (833 mg, 4.84-01) *»*.. MTCllW* BOW 2 *HW»b 
BETlckMBLfc. Si£7^t^A^^b^^- (MM*: If 

fcj;D»«u *m«*imx^#&tsft<b u *^;v6-[(4- 

^n^7=Uy)*;K=>W-2-^^x-b (954mg) 

&. 

'H-NMR (DMS0-d 6 ) 5: 3.95 (3H, s). 7.58 (2H. d. 1-8.6 Hz), 7.82 (2H, 
d. I - 8.6 Hz), 8.07 (2H, d, J = 8.6 Hz), 8.22 (1H. d, I = 8.6 Hz). 8.29 
OH, d, J = 8.6 Hz). 8.63 (1H. s). 8.72 (1H, s), 10.64 (IE s). 

2) mi) tffc^JP 6-[(4-^a* 7-'J ;)*J^^]-2"t7 h 
X-b (900 mg, I.34»l)*fb9kFn79>aort)fcil*U *KT. 
**fcU5fSA7*5x£A<178»g. 4.68 MT 2 

^ffc-&$K349 mg) Sa«t bT#7t. 

'H-NMR (DMSO-d,) 5 : 4.71 (2H, d, J = 5.6 Hz), 1.41(1* t. J = 5. 6 Hz), 
7.56 (3H, m>, 7.82 (2H, d, J = 8.4 Hz). 7.92 (1H. s). 8.02 (3H. m). 8.54 
OH, s), 10.53 (1H, s). 

N- [2- ( t H u**s*7M -6-* / U x;W 7tb75H 

J, CO " - 

1) 6-75;-2-^5 1 ^ , J> (1-02 g. 6.45 mmol) fcKU5?>(30 

m\)\mmu mmm (0.913 mi. 9.67 »oi) mi?3wnMt# 
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tt&m 000 mg) ^^tbxttfe. 

'H-NMR (CD s OD) 6 : 2.23 (3H, s), 5.12 (2H, s), 8.08 (1H, d. J = 8.4 Hz), 
8.17 (2H. s-like), 8,74 (1H, s), 9.01 (1H, d, J = 8.4 Hz). 
7 

■ 2HCI 

6 T# h flit N-[2- D D * 5P;W -6-3V | J S 7 $ H 

&g£i£(900 mg, 3. 32 mmol) \Z 5 Mfemm (17 ml) 100 t Cl?2WM 
£!lfc*&£MJ£T2i*tU #6nfclf §r h 7 k > n 7 5 >T?Sfe^ 
10 tTSlM (849 mg) ^t*tUT#fc, 

•H-NMR (CD3OD) 5 : 5.07 (2H, s), 7.42 (1H, d, J = 2.4 Hz), 7.71 (1H, dd, 
J = 2.4, 9.0 Hz), 7.95 (1H, d, J = 8.4 Hz), 8.06 (1H, d, J = 9.0 Hz), 
8.78 (1H, d, J = 8.4 Hz). 

15 4' a d-n-[2-(£7 nD^f;W-6^; y -;n [1, r -f 7 x n;w-4-^j. 




25 



##^l7Tr#^tlfe2-(^DD^^;j,)-6-^7Un;UT5> 2:_ 
4'-^na [1, V-^y^M-i-tDV^y^m^x. mnw 1 o wsc 

'H-NMR (DMS0-d 6 ) 6 : 4. 95 (2H, s). 7.58 (2H, d, J = 8.4 Hz), 7.66 (1H, 

d. J = 8.4Hz), 7.82 (2H, d, J = 8.4Hz), 7.89 (2H, d, J = 7. 8 Hz), 8.01 

OH, d, J = 9.0 Hz), 8.09 (1H, m), 8.13 (2H. d, J = 7.8 Hz), 8.41 (1H, 
d, J = 8.4 Hz), 8.61 (1H, s), 10.67 (1H, s). 
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5 'H-NMR (CDC1 8 ) 6 : 1.02 (6H, d. J = 6.2Hz), 1.25-1.76 (6H, ■>. 2.24 (3H. 
s). 2.50-2.70 (2H, hO, 4.01 (2H, s), 7.52 (1H, dd, J = 2.2 and 8. 8 Hz), 
7.73 (1H, br). 7.83 (1H, d, J = 8.8 Hz), 7.94 (1H, d, J = 8.4 Hz)., 8.04 
(1H, d, J = 8.4 Hz), 8.29 (1H, d, J = 2. 2 Hz). 
TtrnttW C, S H IB N J 0-0.5H I 0£UT 
10 tW«:C. 71.22; H. 8.18; N, 13.11. 
mm®. : C, 71.01; H, 7.81; N, 12.90. 
Ml : 120-122 «C : BffilX^;Ws*l3-» 

1 2 

2- &x.^)v? 2. ; * ?-m j u yy 5 > 



H 2 N 




'H-NMR (CDCl a ) 0 : 1-06 (6H, t, J = 7.0 Hz), 2.60 (4H. a. J ■ 7.0 Hz). 
3.82 (2H, s), 3.91 <2H, br). 6.90 (1H. d. J - 2.6 Hz), 7.12 (1H, dd, J 
= 2.6 and 8.8 Hz). 7.54 (1H, d, J = 8.4 Hz). 7.86 (2H, d, J = 8.8 Hz). 
Ml.: 93-94 «C flM^: W^)HW>) 
1 3 

N-t2-[(2, 2. 6. 6-fb^f;H-^'J 'J T 
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KfcaUCA (3.8g, 67.7mmoI) SHP^LT8^|BIJn«l«atbfc. «£ET#flE 



'H-NMR (CDC1,) <5 :3.99(2H, d, J=12.2Hz), 4.50(2H, dd, J=4. 6Hz, 12.2Hz), 
5.42 0H. s), 7.35(2H, d, J=9.0Hz), 7.42(2H, d, J=9.0Hz). 
Rk& : 164-165 X: 

^t*-> (4.3g, 15mmol) £ 1- U XSMl'T S > (20ml) 150TCT 4 

^HSFKTT^b, aWlfi»*i:bTHIBfl:^*(3.09g, 85%)£#fco 
FAB(pos): 243 [MH] + 
©it : 183-184 "C 
1 5 

6- (1- fcf^ U z?-)V* j- 7 * U >-2-7 5 > 



###J3T#£: terl-y^JV 6- (l-fcf^U $^x;M -2-^-7 5=-;)/*— 
A*-h (710mg, 2.09mmol) §h'J7MnSU (10ml) fc&fllU fflBTM 

*#y£A*»tt(5Qil). flS?P^7K(50]Dl)"eife^, MJETSSJglx, 3EJ8 
flJ^W (420mg, 1.7Bmol)*»iafii(SaibT#fc. 

'H-NMR DMSO-dj) 6:1.38 (2H, m), 1.48 (4H, m), 2.32 (4H, brs), 3.44 (2H, 
s), 5.30 (2H, br s), 6.79 (1H, s), 6,90 (1H, dd, J=8.5 and 2.0Hz), 7.23 
(1H, d, J=8.3Hz), 7.430H, d, 1=8. 5Hz), 7.46 (1H, s), 7.54 (1H, d, 



5 xX;W-5,5'-^*JPt}?^->-1,3-^^> (4.3g, 82%) 




J=8.5Hz). 
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'H-NMR (DMSO-de) 6: 1.81 (4H, ■>. 2.56 (4H. m). 3.74 (2H, s). 3.80 <2H. 
br). 6.93 (2H, dd, I = 2.1, 8. 4 Hz). 6.97 (1H, d, J = 2. 1 Hz). 7.38 (1H. 
dd. I = 2.1. 8.4 Hz). 7.55 (1H. d, J = 8.4 Hz)/ 7.61-7.64 (2H. m). 
5 ##0U 9 

6-[(2. 2. 6. 6-:r h ^1WW^>T 5 > 
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'H-NMR (DMSO-d.) 5 : 1.02 (12H. s). 1.57 (6H. m), 3.78 (2H. br). 3.89 (2H. 
.). 6.89-6.98 (2H. m), 7.41-7.54 (2H. m), 7.63 (1H. d. I = 8. 4 Hz) , 7.76 
(1H, s). 

Me 

O |**YY^ 

•*! h 

l) 6-(kHn^^^)- 2 -^ 1> " J1 ' (500,ng ' 2 - 87dudo1) 
;UT-febT5H (4ml) »«fc7KBfeflS^bU^A (344mg. 8.61mmol) £ia*.* 
lRtnWUfc. ^nt-^W>75H (1.43g. 8.61nuaol) t3 
VtobWI* (476mg. 2.87nunol) tlR*. MTM«PW«*l'fc. 

V K^X-yiWfc J: 0 t bT, 2- t[6-(t H D 
7f;l/]**y]-2-^^ nA>75 H(506iBg) «r#fc. 
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6-pt h^-2-^7 h7)ly*t H (3. OOg, 16. Immol) 't fcfo U S J> (2. 69ml, 
32. 2mmol) <D9h^\=.\iU7^> (32ml) (16ml) MfcM;7-fef> 

*v-k KD*£^-MJ.^A (6.83g, . 32.2mmoI) £ 0*CT?;&D;L, ^^7^ 

bfeo ^«^MJETa^LT, $JSft;£ife (3.89g) 

'H-NMR (CDC1 S ) fi: 1.80 (4H, m), 2.54 (4H, m), 3.74 (2H, s). 3.92 (3H, 
s). 7.13 (2H, m), 7.45 (1H, m), 7.68-7. 73 (3H, m). 
#%092 2 




HO 

•HBr 

15 (3.63g, 15.0mmol) © 48% gkfc*mW. (75ml) jffift^ 100^1? 6 H#|KJJl#L, 
-l-yyPtf^X-^T^LT.^^b^ (2.45g) **i6»5l5iL,T# 

'H-NMR (CDC1 S , free base) 6 : 1 . 80 (4H. m) . 2.71 (4H, m), 3.77 (2H, s), 
5.20 (1H, br), 6.78 (1H, d, J = 2.6 Hz), 7.85 (1H, dd, J = 2. 6, 8.8 Hz), 
7.31 (2H, s-llke) , 8.43 (1H, d, J = 8. 8 Hz) , 8.56 (1H, s). 
12 3 



l-*3-)V-\, 2, 3, 4-5r h 5 1 KD^>Vtb] [1, 513-7 9- U S»-8-X$ > 

1) 2-75/-5--hD^>xWtH (l.OOg, 6.02mmol) £ I-*?- 
;W4-K**U3V> (0.89ml, 7.22mmol) ©x*/-;!, (I08ml) ®mziM 
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■H-NMR (DMS0-d 6 ) 6 : 1.33 (3H. t, J = 6.9 Hz), 4.32 (2H, I. I - 1.9 Hz), 
5.08 (2H, s), 6.98-7.04 (2H, la), 7.18 OH, d. I = 2.4 Hz), 7.36 (1H, d. 
J = 8.7 Hz). 7.43 (2H, d, J = 8.4 Hz), 7.59 (2H. d. I = 8.4 Hz), 11.77 
5 (1H, s). 

2) tMBl) •CfBWtX** ^BW?*)*WH> 
p-j^XM^U-h (300mg, 0. 802mmol) Cfb7 k FD77><4ml) 
fcftfc* O-CTTK^b'J^^A^US-^A (60.8mg, 1.60mmol) £in*.> 1 

4 y?u\Z)Vx-7)Vt^*v>K*m*<b\''C* (219mg) S 

'H-NMR (DMSO-d.) 6: 4.55 (2H, d. I = 8.4 Hz), 5.05 (2H, s), 5.19 (1H, 
t, J = 8.4 Hz), 6.16 (1H, s), 6.74 (1H, dd, J = 8.8, 2.2 Hz), 7.03 (1H. 
d. ] = 2.2Hz), 7.20 (1H, d. I=8.8Hz). 7.41 (2H, d. J = 8.4Hz). 7.57 
(2H, d, I = 8.4 Hz), 10.84 (1H, s). 
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mtmi 

(237 mg. 0.789 mmol) fthU7^*o|» (4 ml) OS« 
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mm 3 

4' d d-n-[6- a-tr^ y ^-;i^^^;W-2-±7^;w [i, r - t*? x- 



10 



15 




!3T#fc tert-7^ 6-(l-e^ys?-;M3S>W-2-:r7^I,#~- 
/t^— h(100 mg, 0.42 mmol)t 4'-£DDlf:?xX;kfr;i^>^ (116 mg, 
0.49mol)SfflV»T»3fe«« 1 HmfOWfcttf 5 Cifc cfc D£Sfc£tt(103 

'H-NMR (DMSO-d^ <5 : 1.41-1.51 (6H, m>, 2.37 (4H, m), 3.56 (2H, s), 7.46 
(1H, d, J = 8.4 Hz), 7.58 (2H, d, J = 8. 7 Hz), 7.72 (1H, s), 7.80 (7H, 
m), 8.12 (2H, d, J = 8.7 Hz), 8.45 <1H, s), 10.48 (1H, s). 
Bk£ : 220-22213 <&mm% : Mx^U-SH" V^D tf;i/X-^;W 

N- (4-7 □ 7 x -JU) -6- [ (^* ^)VT $;)^ -2-^- 7h7Sh* • 




###J4-?#fc N-(4-^Dt7x-JW-6-(t Kn+y/^W^-t? h 
P (349 ng. 0.980 BBOl), b U Jf^JS >(0. 164 ml, 1. 18mmol) * N, N- 
y7fWA75H(5 nl)fc*tfU ^T^fc^iS' >X;^-;K0.091 
ml, 1 8 mmol) &$a%_ y MftmimLit. K#mz5>*?)l7 S (1 60 mg, 

20 96 mmol) <h#s@l#U£A (406 mg, 2.94 mmol) £Jn*., 60"CT 16 !%mWtV 

awe-rife** u m&mti'bv*iK*ctimt* MEETimmisit. mmmz 

25 'H-NMR (DMSO-de) 5: 2. 19 (6H, s), 3.57 (2H, s), 7.57 (3H. m), 7.81 (2H, 
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H (92.3 mg, l«T»l)'^'JW5> (0.0712 ml, 0.512 mmol)^ 

;W (0.0396 ml. 0.512 mmol) 3 0#m*lfc. ******* ' 

73>»HI (69.6 mg, 0.854 mmol) fc***U^A (177 mg. 1.28 mmol) 

^ ;W _ 6 -*y .j-;W7-febT5 P (71.9 mg) fctt^il/rttfc. 
10 'H-NMR (CDClj) 6: 2.25 (3H, s). 2.34 (6B, s). 3.76 (2H, s). 7.45-7.58 
(3H, m), 8.02 (1H, d, I -9.0 Hi). 8.09 (1H. d. I = 8. 4 Hz) , 8.31 (1H. 
s). 

2 ) MB 1 > N- [2- [ (N, K-5>* W 5 J ) > *W "6-+ / U -M 

T-fehTS H (1.9mg. 0. 296 mmol) *«mB6 (1.5ml) K»#U 1 1 O^C 

(68.8 mg, 0.296 mmol) i^W5/H'J^> (36. 1 mg, 0.296 
»l)tII,lhW^75F(l.S.l)i:»»U **T. I-XW- 

25 X-fW (1 : 5) #&*MMbU MfcM (60-6^ ftSfifft**^ 

■H-Ntt (DMSO-d,) 6: 2.23 (6H, s), 3.67 (2H, s), 7.58 (3H, m), 7.82 (2H, 
d. I = 8.4 Hz) , 7.89 (2H, d, J = 8.4 Hz), 7.96 (1H. d. I - 9-0 Hz), 8.04 
(1H, dd. J = 9.0, 2.1 Hz), 8.13 (2H, d. I = 8.4 Hz),- 8.29 (2H, d. J = 
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mmm 7 o owe N-[2-(i-tro y s?~;io^;W-6-*/ u=yw h 

5 'H-NMR (DMSO-d^ <5 : 1. 77 (4H, m), 2.65 (4H, m), 3.98 (2H, s), 7.59 (3H, 
m), 7.59 (iH, d. J = 8. 4 Hz) , 7.87 (4H, m), 7.99-8.14 (4H, m), 8.30 (1H, 
d, J = 8.4 Hz), 8.54 (1H, d. . J = 2.0 Hz), 10.61 (1H, s). 
FAB(pos): 442.1 Dl+BO* 

BM : 200-202*0 (Sister : 888x5^1,-^ VZfu\i)\,JL-?-)V> 
10 Hifi^9 

4 , -7;^n-N-[2-a-hf^u^n;M^;i/)-6-^/ U~;W Ci.i'-tf^x 




F' 

1 ) ##0U 5 N- [2- ( t H □ * -6-=^ J » ) ~)V\ 7±hTB. 
is F£fc^.U5>>*ffltrrr, *M«6©i)tR|#©ii^ff5CifcJ:D, 

n- [2- (i- tr-? u v*n;M -6-*y u 7-th 73 afctfr* £ l 

■H-NMR (CDCI3) <5: 1.47 (2H, m), 1.64 (4H, m), 2.25 (3H, s), 2.55 (4H, 
m), 3.83 (2H, s), 7.55 (1H, dd, J = 2.4, 9.0 Hz), 7.60 (1H, s), 7.67 (1H, 
d, J = 8.4 Hz), 7.98 (IH, d, J = 9.0 Hz), 8.08 (1H, d, J = 8.4 Hz), 8.30 
(1H, d, J = 2.4 Hz). 

2) MIB1) T^N-^-d-fcf^Uvf-^^w-B-^y ij- Jl( ] 7th 
75 4'-7MD t^xrM^^^ItiT, mMM6<02) tmm 
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•H-NMR (CDCI3) 6 : 2.25 (SB. s), 2.55 (4H, t, J = 4.5 Hz). 3.75 (4H. t, 
J = 4.5 Hz). 3.81 (2H. s). 7.42 (IE, br). 7.51 OH. dd. I = 2.4. 9.0 Hz). 
7.60 (1H. d, J = 8.4 Hz). 8.01 (1H, d. I = 9-0 Hz). 8.09 (1H. d. J = 8.4 
Hz)/ 8.32 (1H, d. J = 2.4 Hz). 

2) tttai) T?#fcH-[2-(4-^*U-^^)-6-^^ U^WTtb 

ysjtsjBWT, fame 02) twmfr^^^o, &mfca> 

•H-NMR (DMSO-d.) 6 : 2.45 (4H. t. J = 4.5 Hz), 3.61 (4H. t. I = 4.5 Hz). 
3.74 (2H. s). 7.59 (3H. m). 7.82 (2H. d, J = 8.4 Hz). 7.88 (2H. d. I = 
8.4Hz). 7.97 (1H. d. I = 9.0). 8.04 (1H. dd. J =9.0. 2.1 Hz). 8.13 (2H. 
d. I = 8.4 Hz). 8.30 (1H. d, I = 8.4 Hz). 8.52 (1H. d. I = 2.1 Hz). 10.60 
(1H. s). 

15 ttJMft:C, 70.81; H. 5.28; N, 9.18. 
9URtt:C. 70.66; H. 5.31; N, 8.90. 
*ft* : " 236-238-C • (tftlrfbfttt : IWtX 3M V *n K*X-:r>» 
g£J?60»J 1 2 

n-[2-(4-*;w*u~;m^)h>-*/ u=jm ci. 7x^w-4-*;v 

20 ' d>3r"t)"5 H 

o 




25 



mmm 1 1 © 1 )*c»fc n-[2-(4-*;v* u u -jw r-t 

H-NMR (DMSO-d,) 6 : 2.47 (4H. t, J = 4.5 Hz). 3.61 (4H. t. J = 4.5 Hz). 
3.74 (2H. s). 7.44 (1H. nO, 7.53 (2H. m) . 7.61 (1H. d. I = 8.4 Hz). 7.78 
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. $mm 1 1 <d i ) n- [2- y -6-* y i j -;w y -k 

'H-NMR (DMSO-ds) 5 : 2.39 (3H, s), 2.45 (4H, t, J = 4.5 Hz), 3.61 (4H, 
t, J = 4.5 Hz), 3.75 (2H, s), 7.36 (2H, d, J = 8.4 Hz), 7.62 (1H, d, I 
= 8:4 Hz), 8.01 (2H, m), 8.12 (3H, m), 8.31 (1H, d, J = 8.4 Hz), 8.42 
(1H, dd, J = 8.4, 2.4 Hz), 8.52 (1H, d, J = 2.4 Hz), 9.23 (1H, d, J = 
2.4 Hz), 10.72 OH, s). 
7zMfrVrm CjjHjjNA • 0.5H Z 0 hVX 

ntWM : C, 73. 95; H, 5. 98; N, 12. 78. 

MWtU : C, 73. 92; H, 5. 92; N, 13. 01. 

mm : 214-216*0 m&imm mm^ju-^ v-?u t^x-eMW 
mmmi 5 




1 6 © 1 ) T#£ N- [2- [ (N, N 7 >?* 3^7 5 / ) * W -6-* S U -;W 

'H-NMR (DMSO-dP 5 : 2.23 (6H, s), 3.66 (2H, s), 7.52 (4H, m), 7.78 (2H, 
d, 1 = 7.8 Hz), 7.88 (2H, d, J = 8. 4 Hz), 7.96 (1H, d, I = 9.0 Hz), 8.04 
OH. dd, J = 9.0, 2.1 Hz), 8.12 (2H, d, J = 8. 1 Hz), 8.29 (1H, d, J = 
8.4 Hz), 8.53 (1H, d, J = 2. 1 Hz), 10.59 (1H, s). 



PCT/JP01/03614 

WO 01/82925 

115 

'H-NMR (DMSO-dP 6 s 2. 23 (6H, s). 2.39 (3H, s), 3.67 (2H, s), 7.36 (2H, 

d I - 8.1 Hz), 7.59 (1H. d. I = 8.4 Hz). 8.02 (2H. *), 8.12 (3H, .*>. 

B 8'.30(lH,d, J = 8.7 Hz). 8.42 (111. dd. J - 8.4. 2. 4 Hz). 8. 51 OH. s), 
9.22 (IH. d. J = 2.4 HZ). 10.72 (1H, s). 

8W*:C, 75.73; H, 6.10; N. 14.13. 
I:C. 75.44; H. 6.19; N. 14.12. 

220-222-C Ctt«ti»ft : I»X**-3M V^KW^*) 



10 



20 



Me 





N" 
Me' 



15 1) #^J5T-#fcN-[2-(bHP^^^V)-6-^/Un;V]T-fehT^ 
N-[2-[(2. 5-^^^-1-tf D U 5>=*> ^]+*^ 'J h7S H 

'H-NMR (CDCO 5 : 0.99 (6H. d. 6.0 Hz). 1.86 (4H. m). 2.24 (3H. s). 2.72 
(H.0. 3.98 (2H. s), 7.53 (IB. dd, J = 2. 2, 9.0 Hz). 7.69 (IH. d. J 
= 8.4 Hz) , 7.80 (IH, br), 7.97 (IH. d. I = 9.0 Hz), 8.03 (IH. d. 

Hz), 8.29 (IH, s). 

2) MB1) T#fcN-[2-[(2,5-^^W-tfP'J^)^^W-6- 

U r;W T-fe h 7 5 K ft* ^ ftttfl 6 o 2 ) fc lW©»fr«?3 - * 

FAB(pos) : 470.2CM+H]* 
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mmm 7 © 1 N-[2-(i-t?o u 3>=jMy/»-6-* y un;W h- 

'H-NMR (DMS0-d 6 ) 5 : 0. 98 (3H, d, J = 6.4 Hz), 1.33 (2H, m), 1.59 (1H, 
5 m), 1.74 (2H, m), 1.8ft (4H, m), 2.62 (4fl, m), 2.86 (2H, m), 3.85 (2H, 
m), 3.94 (2H, s), 6.95 (2H, d, J = 9. 0 Hz), 7.57 (1H, d, J = 8.7 Hz), 
7.65 (1H, dd, J = 2.4, 8.7 Hz), 7.81 (2H, d, J = 9.0 Hz). 7.90 (1H, br), 
8.05 (1H, d, J = 8.7 Hz), 8. 10 (1H, d, J = 8. 7 Hz), 8.45 (1H, d, J = 2.4 
Hz). 

10 FAB(pos) : 429. 3QI+HP 

»k£ : 200-202-C (ttAfcftft : mWt^JV- y zf a tf ;Ux— =\>l,) 
^JSM 2 2 

4-(2-**y-i-tr^u ^w-N-^-o-trn u 5>=;m / u = 



^SS^J6©2) tW*©»f^ftff 5 £Sft£> 

'H-NMR (DMS0-d 6 ) 5 : 1.84 (4H, m), 1.98 (4H, m), 2.62 (6H, m), 3.70 (2H, 
20 m), 3.94 (2H, s), 7.38 (2H, d, J = 8.4 Hz), 7.59 (1H, d, J = 8.4 Hz), 
7.68 (1H, dd, J = 2.3, 9.0 Hz). 7.90 (2H, d, J = 8.4 Hz), 8.06 OH, d, 
J = 9.0 Hz), 8.11 (1H, d, J = 8.4 Hz), 8.30 (1H. br), 8.45 (1H. d, 1 = 
2.3 Hz). 

FAB(pos) : 429. 2[M+H]* 
25 210-212TC (HUMUS* : I»x?;p-5?-f yy D V)\,3L-t-)V) 

4' n D-N-C2-[[(2R, 6S)-2, 6-^* ^U-l-tf ^ U *3MM-6-* 




N. 



15 
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(3H, m). 7.82 (2H, d. J » 8.4 Hz), 7.89 (2H. d. J =8.4 Hz), 7.96 (1H. 
d, I = 9.0 Hz), 8.04 OH, m), 8.13 (2H, d, J = 8.4 Hz), 8.29 (1H, d, J 
= 8.7 Hz), 8.53 (1H, s), 10.61 (1H, s). 
FAB(pos) : 471.2[M+H] + 
5 MA : 21 5«C GHft) (MAftlME : 1»X^ - 3M V ^° tJ^X-^ 

4' o D-N-[2-[(2-pWW, 5-v>t: H D-lH~f S M 



8 T?# e»nfc 4" -Z U P-N-C2- (fDD ^^;V)-6-^r / U - 

'H-NMR (DMSO-d,) 6 : 1.97 (3H, s). 3.21 (2H, t, I = 9.0 Hz), 3.52 (2H, 
15 t, J = 9.0 Hz), 4.56 (2H, s), 7.46 (1H, d. I = 8.4 Hz), 7.58 (2H, d, J 

= 8.4Hz). 7.82 (2H, d, J = 8.4 lb). 7.89 (2H, d, I = 8. 4 Hz). 7.97 (1H, 

d, J = 9.0 Hz). 8.07 (1H. dd, J = 9.0. 2.1Hz). 8.13 (2H. d, J = 8.4 Hz). 

8.34 (1H, d. J = 8.4 Hz). 8.56 (1H. d, I = 2. 1 Hz). 10.63 (1H. s). 

FAB(pos) : 455 [M+H] 4 
20 6 

4' □ D-N- [2- (1 , 3-^T '/ U & >-3-f )V* -6-* / »J [1,1'- 



Me 



10 
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8 T?# S tlfc 4' -^7 D n-N- [2- P D * 9^) -6-=*=- / U ~ 
;W [1, l'-h*7x~;W-4-^;i/^^5 K£Jfll»T, H»J2 3 £fttt©jfcfls 

'H-NMR (DMS0-d 6 ) 5 : 2. 36 (4H, m), 3.31 (4H, m), 3,60 (2H, s), 6.43 (1H, 
m), 6.61 (1H, d, J = 8.8 Hz), 7.32-7.48 (4fl, m), 7.60-7.71 (4H, m), 
7.75-7.95 (5H, m), 8.11 (1H, d, J = 8.4 Hz), 8.36 (1H, s), 10.42 (1H, 
s). 

FABCpos) : 534[M+H] 4 . . 

4' -if u d-n- [2- [ [4- (2-* =?)V 7 x - ;W -l-fcf^U s? - ; W * -6-=^ 
./ U-;W [1, V x.-M-l-*)V#*^ H 




8 T# & tlfe 4' D D-N-[2- (?DD^ ^;W-6-^ 7 U ~ 

)V\ [l, l'-H:7x-;W-4-#;l/^*i*-i= K&;bv>Tv m&m2 3 £l?o*£©iife 

'H-NMR (DMSO-dj) <5 : 1.71 (4H, m), 2.23 (3H, m), 2.31 (3H, s), 2.97 (2H, 
m). 3.80 (2H, s), 7.08-7.24 (4H, m), 7.59 (2H, d, J = 8. 4 Hz), 7.67 (1H, 
d, J = 8.8 Hz), 7.83 (2H, d, 1 = 8.4 Hz), 7.90 (2H, d, J = 8.4 Hz), 8.03 
(2H, i), 8.14 (2H, d, J = 8. 4 Hz), 8.32 (1H, d, I = 8.4 Hz), 8.55 (1H, 
s), 10.63 OH, s). 
FABCpos) : 546[M+H] + 
mMM3 0 

4' -n n □-N-[2-[[4-(3-^^;P7x^i;W-i-tr^U V—)V\ pWW-6-^ 
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##0>J 8 T# 6 tlft 4' -2 U D-N- [2- n □ / -6-3V" U - 

'H-NMR (DMSO-d.) 5 : 3.46 (2H, to, 3.82 (2H, m). 4.61 (2H. s), 7.48 (3H, 
m), 7.61 (4H, s). 7.79-8.16 (9H, n). 8.36 (1H. d, I = 8. 8 Hz) . 8.58 (1H. 
d, I = 1.8 Hz), 10: 65 (1H, s). 
FABCpos) : 517EM+HT 
m&M3 3 

4' p-N- [2-(3, 4-5? t F P-l (210-*; U -^^JW-IMV U - 

;w Ci. l- -tf7x-;v]-4-*;V'^ : ¥iJ-s P 




8 t# S> nfc 4' a D-N- C2- (? a a ;* -6-*/ U - 

'H-NMR (DMSO-d,) 6 : 2.00 (2H, nD, 2.79 (2H, m), 3.55 (2H, m), 4.70 (2H, 

s), 6.47 (2H, m), 6.82-6.94 (2H, m), 7.38 (IH, d, I = 8. 4 Hz) , 7.58 (2H, 

d, I = 8.4 Hz), 7.83 (2H, d, I = 8.4 Hz). 7.89 <2H, d, J = 8.4 Hz), 8.01 

(2H, m), 8.13 (2H, d, I = 8. 4 Hz), 8.27 (1H, d, I = 8. 4 Hz) , 8.55 (1H. 
d, J = 1.8 Hz), 10.63 OH, s). 
FABCpos) : 504CM+HT 
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= 8.8 Hz), 8.55 (1H, d, J = 2.2 Hz), id. 63 (1H, s). . 
FAB(pos) : 490[M+H] + 

4* d d-n- [2- cm— r ^ yv-)v-i~i ;m ?-)V) -6-=^ y u -;w ci, 1 • ■- 

o 




8 t?# o n-N- [2- (?au *J-)V) -6-4- y U — 

10 'H-NMR (DMSO-d^ 6 : 5.49 (2H, s), 6.96 (1H, s), 7.28 (2H, m), 7.58 (3H, 
m), 7.82 (2H, d, J = 8.4 Hz), 7.89 (2H, d, J = 8.4 Hz), 8.01 (2H, i), 
8.12 (2H, d, J = 8.6 Hz), 8.35 (1H, d, J = 8.4 Hz), 8.57 (1H, d, J = 2.2 
Hz), 10.65 (1H, s). 
FABCpos) : 439[M+H] + 

15 mt&M 37 

4* -9 u a-N-C2-[(4-7i-;w-i-tf^^>?n;i') 
M [l, r-bf^xn;W-4-*;i/3j?^it$ H 




mmm 8 t# s n& 4' □ d-n- [2- a □ ^ -6-=^ j u — 

20 ;W [1, r -f7i-;W-4-AM^5 Ffc^vvr, 2 3 <h|p|«©^ 

'H-NMR (DMS0-d 6 ) <5 : 2. 62 (4H, m), 3.17 (4H, m), 3.82 (2H, s), 6.78 (1H, 
m), 6.93 (2H, d, I = 7.8 Hz), 7.20 (2H, m), 7.58 (2H, d, J = 8.8 Hz), 
7.69 (1H, d, J = 8.8 Hz), 7.83 (2H, d, J = 8.8 Hz), 7.89 (2H, d, J = 8.6 



WO 01/82925 PCT/JPOl/03614 

127 

O i-*VV>r 



15 




9 -emit 2-a-tr a y ^;i^jw-6-=¥/ u -;ut$ v>t, 

fee 

5 'H-NMR (DMSO-de) 6 : 1.59-1.85 (8H, m). 2.50 (4H, m), 2.73 (1H, m). 2.89 
(2H, m), 3.81 (2H, s), 4.33 (2H. m), 7.20-7.34 (5H, m), 7.51 (1H, d, J 
= 8.4 Hz), 7.82 (2H, s-like), 8.07 (1H, s), 8.14 (1H, d, J = 8.4 Hz), 
8.83 (1H. s). 
FAB(pos) : 415.3[M+H] + 

10 : 187-189<C ■ ■WxgP*- 5M VZfn\>)VX--7')V) 

MMM4 0 

4-(4-^aD7x.-;w-N-[2-a-fc:o u ^f^-Hp; u-;w-i- 

#S£099T?*fc 2-(l-tf PU ^n;i/^^;W-6-+y U=^T5 >*/flV*T, 

'H-NMR (DMSO-dj) 5 1.68 <2H, m), 1.72 (4H, m>. 1.80 (2H, m). 2.50 (4H, 
m), 2.79 (1H. m). 2.92 (2H, m), 3.82 (2H. s). 4.33 (2H, m), 7.34 (4H, 
20 m), 7.51 (1H, d, J = 8. 4 Hz), 7.82 (2H, s-like). 8.07 (1H, s). 8.14 (1H, 
d, J = 8.4 Hz), 8.85 (1H, s). 
FABCpos) : 449. 2[M+H] + 

ma : 205t: <am mmmm i«x**-5M v^nwi/x-f 
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FAB(pos) : 439.2[M+H] + 

m&: 210*0 vm) mski&m: RSx^v-^v^Dt:;i.x-T 

5 N-[2-(l-lfoU^-;M5 1 ;U)-6-^/Ur:;W[i,r-tf7x-;W-4-*;p 
W5h* 



10 fc**tfitfr*£bTttfc. 

'H-NMR (DMSO-dj) <5 : 1. 73 (4H, m), 2.50 (4H, m), 3.85 (2H. s), 7.50 <4H, 
m), 7.78 (2H, d, J = 8. 1 Hz), 7.88 (2H, d, J = 8. 1 Hz), 8.02 (2H, m), 
8.12 (2H, d, J = 8.1 Hz), 8.28 <1H, d, J = 8.7Hz), 8.53 (1H, d, J = 2.0 
Hz), 10.60 OH, s). 

15 FAB(pos) : 408.2[M+H] + 

m&: i8i-i83r mm^mm:wmx.^)v~^v^n}d)vx.^)V) 

»4 4 

fi-(HDP7x ~M -N- [2- (1- tf D U ?)V) -6-* J U — )V\ — 3 



^1608 7 © l ) T#£ N- [2- (l- fc! □ u 5?- ;M 5^;i/) -6-^ / u - ;W T-k h 
'H-NMR (DMSO-d^ <5 : 1 . 73 (4H, m) , 2.50 (4H, m), 3.85 (2H, s), 7.61 (3H, 




20 
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'H-NMR CDMS0-d 6 ) 6 : 1.73 (4H, nD, 2.39 (3H, s), 2.50 (4H, m), 3.86 (2H. 
s), 7.36 (2H, d, I = 8.1 Hz), 7.59 (1H, d, J » 8.4 Hz), 8.01 (2H. m). 
8.13 (3H, n) , 8.29 (1H, d, I = 8.4Hz), 8.42 (IH, dd, J = 8.4, 2.2 Hz), 
8.51 (1H, d, J = 2.0 Hz), 9.22 (1H, d. J = 2.2 Hz), 10.73(1H, s). 
FABCpos) : 423.2[M+HT 

207-209*0 (IMMbffI* : I»X3^-5M V^DKM-f*) 

4' p P-N- C2- [[4- (4-7*tn^>»/-f ;W U ^ - 

6 _^y ij -jn [i, i*-t^ocr.;W-4-*;^^s H 

m. - — ^ 




##H 8T#5nfc4'-^Dn-N- [2- P P * -6-=¥ / u x 

■H-NMR (DMS0-d 6 ) 6 : 1.76 (4H, m), 2.28 (2H, m), 2.89 (2H, m), 3.40 (1H, 
m), 3.79 (2H, s), 7.37 (2H, m), 7.62 (3H, m), 7.83 (2H, d, J = 8. 4 Hz). 
7.90 (2H, d, J = 8.4 Hz), 8.03-8.14 (6H, m). 8.31 (1H, d, I = 8.6 Hz), 
8.55 (1H, s), 10.63 (1H, s). 
FABCpos) : 578EM+H3 4 

mmm4 8 

4' p p-N- C2-[ [4- (4-* p uO'M )V) U * 9\>W -6- 

* / U-JWC1. l'-H7xnJW-4-*JP^W5 P 




8 T?# fcftfc 4* □ n-N- [2- (^DD^ 9\>W -Mr / U - 
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8 T# Sn^4'-^D P-N- [2- (^DD^ 3\>W -6-=^ / U ~ 
M [1, l'-tf7o:^:;W-4-*>7H^5 K^V^T, nMM2 3 t^CDSIf^ 

'H-NMR (DMSO-d 6 ) 5 : 1.39 (1H, s), 1.73*(3H, m), 2.23 (2H, m), 2.91 (2H, 
5 m), 3.63 (1H, m), 3.78 (2H t s), 7.31 (2H, m), 7.58 (3H, m), 7.86 (4H, 
m), 8.01 (4H, m), 8.13 (2H, d, J = 8.4 Hz), 8.25 (1H, d. J = 8.2 Hz), 
8.54 (1H, s), 10.61 (1H, s). 
FAB(pos) : 578[M+HJ* 
MffiW5 1 

io 4'-^nn-N-[2-[(4-7xh;p-i-Vf^u^;W^^JW-6-^/ U~ 
M tl. 1* -tf7i-;W-4-^;i/^^U-5 F 




8 -e# e. nfc 4' □ d-n- [2- (^dd^ t-a) -6-^ / u — 
M [1, i'-if7ji-;w-4-A;i/^u-5 H^ffiv^T, ^M^J2 3 £mu<DWift 

'H-NMR (DMS0-d 6 ) 8 : 1.74 (4H, m), 2.20 (2H,'m), 2.52 (1H, m), 2.97 (2H, 
m), 3.79 (2H, s); 7.27 (5H, m), 7.58 <2H, d, J = 8.4 Hz), 7.69 (1H, d, 
J = 8.4 Hz), 7.83 (2H, d, J = 8. 8 Hz), 7.89 (2H, d, J = 8. 4 Hz), 8.00 
(2H, m), 8.14 (2H, d, J = 8. 8 Hz), 8.31 (1H, d, J = 8.4 Hz), 8.54 (1H, 
20 d, J =-1.8 Hz), 10.62 (1H, s). 
FAB(pos) : 532[M+H] + 

mmm 5 2 

1- (4-^ d o 7x-;io-N-[2-a-t:o u ^~;M3\>w-6-^./ u —M-4- 



WO 01/82925 PCT/JP01/03614 

135 

FAB(pos) : 531 CM+H3* 
gMffl 5 4 

o 



10 



20 



25 




1 ) 5 N- [2- ( t b* a * ^JW -6-* / V -)V\ 7± h 7 S. 

'H-NMR (CDC1,) 6 : 1.38-1.70 (6H. m), 2.24 (3H. s), 2.38-2.53 <4H, m), 
3.76 (2H, s). 7.52 (1H, dd, J = 2.6, 9.2 Hz). 7.63 (1H, d, J = 8.. 4 Hz). 
7.67 (1H. br). 7.99 (1H. d, J = 9.2 Hz). 8.07 (1H. d. I = 8.4 Hz). 8.31 
(1H. d, J = 2.6 Hz). 
Ttmftffim C.^NsO-O^OtLT . 
RHMt:C. 70.93; H, 7.53; N, 14.60. 
15 ^M:C 71.06; H, 7.37; N. 14.62. 

182-184*0 «Sftfl3»JK : WKX^-n-^U-^) 
2) «MB1) T#fcN-[2-(l-tf^U^x;V^^)W-6-^y 'J^MTtb 
75 h' <4.5g. 16BB0l)tiS«ir (70 ml) & 110*CT 1 P#F«a&#L,fc. 

> (3.4g) i»itbtfi£. 

'H-NMR (CDC1 S ) 5 : 1.37-1.68 (6H. m), 2.39-2.55 (4H. m), 3.72 (2H. s). 
3.91 (2H. br). 6.89 OH. d. I = 2.6 Hz). 7.12 (1H. dd. J = 2.6 and 8.8 
Hz). 7.51 (1H. d. J = 8.4 Hz). 7.86 (1H. d. I = 8.4 Hz), 7.87 (1H. d. 
J = 8. 8 Hz) . 
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tf-JMt : C, 79.15; H, 6.76; N.9.55. 
£IMt:C, 79.38; H, 6.88; N, 9.73. 
Htj&: 198-200-C (^Mili:ffiSX^) 
5. 6 

5 4'-* h^^-N-[2-a-tf^u^-;^^;i/)-6-^y y -;w [1, i'-H7i 




Me-O' 

^Sfcfll 5 4 O 2 ) 6-7 5 / -2- (1 - fcf ^ U JP;* ^'J>Sffi 

10 ^tL-Tifc. 

'H-NMR (CDC1 3 ) 6 : 1.38-1. 85 (6H, m), 2.41-2.56 (4H, m), 3.78 (2H, s), 

3.88 (3H, s), 7.02 (2H, d, J = 8.8 Hz), 7.54-7.66 <6H, m), 7.93-8.20 (5H, 

m), 8.49 (1H, d, J = 2.2 Hz). 

7C^^*fM C 2g H J9 N,0, • 0. 25H,0 t LT 
15 fj-^ffirC, 76. 38; H, 6.52; N, 9.21. 

: C, 76.21; H, 6.38; N, 9.32. 

Mft£: 192-194*C (ft&Jfcft&jg : fflfl&X^W 

mmm 5 7 

6- (4-^ D D 7 x-;i/)-N- >J ; J—)V*^)V)-*-* J U 
20 ?>75 H 




UXTO 



cr 

. ^M0iJ5 4©2)T#7c6-7S/-2-(l-t!^U^-;|/^5 1 ;W^r>' U 
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10 




MM 5 4 © 2 ) "C»fc 6-75/ -2~ 0" U ^> * > »J > 

'H-NMR (CDC1,) <5 : 1.38-1. 74 (6H, m), 2.42-2.56 (4H, m), 3.78 (2H, s), 
7.20 (2H, dd, I = 8.4 and 8. 8 Hz), 7.63-7.76 (2H, m), 7.84 (1H, d, J = 
8.0 Hz), 8.02-8.18 (5H, m), 8.31 (1H, dd. J = 2.2, 8.4 Hz). 8.46 (1H. 
d, J = 2.2 Hz). 9.19 (lH. d. I = 1.8 Hz). 

Ttmmm c :i h S5 fn 4 o • o. 2511,0 tir 

MM : C, 72.87; H, 5.78; N, 12.59. 

mmm c. 72.91: h, 5.45; n, 12.75. 
wan 209-21 ot: (&m) -mtuum ■• wmx.w> 
mmmeo 

N' 




Me-O' 

mmm 5 40 2>T*fc e-r 5 /-2-o-t^u u 

ut, ^»J5 4©3) t^©^Sfx-5c:tlc«fcO, «Mb**««6 

20 "H-NMR (CDC1 S ) 6 : 1.38-1.71 (6H. m). 2; 43-2. 56 (4H. n). 3.80 (2H. s). 
3.90 (3H. s), 7.04 (2H. d, J = 9.0 Hz), 7.64-7. 73 (2H. m). 7.83 (1H. d. 
J = 8. 4 Hz) , 8. 00-8. 1 8 (5H, m) .8. 28 (1H,' dd. J = 2. 6. 8. 4 Hz) . 8. 46 (1H, 
d. J = 2.6 Hz). 9.17 (1H. d. 1 = 1-8 Ha). 
Ttmmm. ChBh^O, * 0. 25H,0 b. L/T 
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'H-NMR (DMSO-oV 6 1.73 (4H, m), 2.50 (4H, m), 3.83 (3H, s), 3.85 <2H, 
s), 7.08 (2H, d, I = 8.7 Hz); 7.58 (1H, d, J = 8.4 Hz), 7.74 (2H, d, J 
= 8.7 Hz), 7.83 (2H, d, J = 8. 4 Hz), 7.95 (1H, d, J = 9.0 Hz), 8.03 (1H, 
dd, J = 2.1. 9.0Hz), 8.09 (2H, d, J = 8.4Hz), 8. 27 (1H, d, J = 8.4Hz), 
5 8. 52 (1H, d, J = 2. 1 Hz) . 
FAB(pos) 438. 3[M+H] + 

197-199T3 : Rax^P-SM' V~?U VJUx-t-M 

MffiM 6 3 • 
4 _ (4 _/7 uuy x - ;W _ N _ [2 _ (i-tf^ ij y-jm j- )V) _ 6 _^ j ij - ;w _j_ 

10 tf^'J^>^7;^+^7S H 

mmm 5 4 © 2 ) 6-t 5 / -2- a - tr^ u * ^ j w * y u > 

15 'H-NMR (CDCI3) <5 : 1. 37-2. 02 (10H, m), 2.38-2. 54 (4H, m), 2.63-2.84 (1H, 
m), 2.94-3.14 (2H, m), 3.76 (2H, s), 4.20-4.36 (2H, m), 6.65 (1H, br), 
7.15 (2H, d, J = 8.4 Hz), 7.30 (2H, d, J = 8.4 Hz), 7.49 (1H, dd, J = 
2.2 and 9.2 Hz), 7.60 (1H, d, I = 8.4 Hz), 7.93-8.10 (3H, n). 
7C^t#$fHfi C 2I H 31 C1N<0 • 1.5H 2 0 £l^T 

20 sirWfe : C, 66.18; H, 6.99; N, 11.43. 
ftM:C, 66. 32; H, 6.75; N, 11.74. 
%k&: 214-217 "C (dec.) (iSgS^ : SKxWP-^x^X-rJW 

mmm6 4 

4-(4-^5 1 ;l'7x-;W-N-C2-(l-tf^U >^;*3\>w-6-3V u-;>]-i- 
25 twj 5? h 
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ft#M: C, 71.18: H, 7.08; N, 12.30. 

&M:C. 71.13; H, 6.94; N, 12.52. 
MA: 203-204 «C (dec.) CttJMsft* : WtCf^lW-^ 
H»6 6 

5 4 -(4-^h^^7x^;W-N-[2-(l-^U^^^W-B-^^'J^- 



20 




««5402)Tf»&6-75AHl-^'J^^)*>' , J>*« 

■H-NMR (CDC1,) a : 1.37-2.02 (10H. ■>. 2.42-2.57 (4H, m), 2.60-2.80 (1H, 
m), 2.94,3.14 (2H, »), 3.78 (2H, ■). 3.80 (SB. s), 4.19-4.36 (2H, m), 
6 66 (1H. br). 6.87 (2H, d. I = 8.4Hz). 7.15 (2H, d, I = 8.4 Hi). 7.50 
(1H. dd. J - 2.6 and 9.2 Hz). 7.61 (1H. d. J = 8.4 Hz). 7.93-8.10 (3H. 

15 m). 

197-198 "C (dec.) : »^ x?W "" rW 

2 .- 7 ;^D-N-[2-a-fcf^0 ?-)V*?)\dS-*J U ~M CI, l'-lf 

jCCTO 




sua 54C2)^fc 6-7s;-2-a-^'J 'J 

Wt, WM6403) fcPWIO»ffftfr5 2:i:fcJ:D* 3ffl<K£M*fe 
'H-NMR (CDC1,) 5 : 1-40-1.77 (6H. m), 2.47-2.65 (4H. m). 3.86 (2H, s). 
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'H-NMR (CDC1,) 6 : 1.41-1.77 (6H, m). 2.47-2.68 (4H, m), 3.86 (2H, s), 
6.88-7.13 (2H, m), 7.73 (2H, d, J = 8. 4 Hz), 7.90-8.00 (1H, m), 8.02-8.25 
(4H, m), 8.32 (1H, dd, J = 2.2 and 8.4 Hz), 8.46 (1H, d, J = 1.8 Hz), 
9.24 (1H, d, J = 1.8 Hz). 
5 7C5H##tM Cgfoffifl • 0. 5HjO £ VT 

ff#ffi:C, 69.37; H, 5.39; N, 11.98. 
^M:C, 69.14; H, 5.21; N, 12.04. 
MA : 182-183 «C (Mi&fcmm : BWx^JW 
7 0 

io • 2', 4'-^ o o-n-[2-(i-^ij ^;w?;w-6-+y v=mll v-\fy 



Me 




®%m 1 3 T?mc N-[2-[(2, 2, 6, 6~r F 9*3VM-feMU XiF 

'H-NMR (CDCJ,) 6 : 1.40-1. 76 (6H, a), 2.48-2.63 (4H, m>, 3.84 (2H, s), 
7.22-7.40 (2H, m), 7. 52-7. 78 (5H, m), 7.96-8.19 (5H, m), 8.47 (1H, d, 
J = 2. 2 Hz) . 

7C^t##fffi C M H 26 CljN,0 • 0. 5H 2 0 £ bT 
20 ff-g:ffi:C, 67.34; H, 5.25; N, 8.41. 

: C, 67.46; H, 5.20; N, 8.47. 
210-212 "C (dec.) Ggfift&tt : »»X^;W 
1 

4'-7;^D-N-[2-[(2, 2, 6, 6-t=- h ^^Wlr-l-t^U 5>XJW ;* 5S>W -6- 

25 *y >j-;w [i, i--t:7i^]-4-*^^7s F 
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2fe«S0>J7 3 

6-(4-^^7xn;W-N-t2-[(2. 2, 6, 6-<r b **«-l-t!*U 5>=y» X 




##05 1 3 N-[2-[(2, 2. 6, 6-T" h 9 JWH- Z« U 5>=JM ^ 

■H-NMR (CDC1,) a : 1.05 (12H, s), 1.60 (6H. br). 2.44 (3H, s). 4.10 (2H, 
s), 7.33 (2H, d, I = 8.2 Hz). 7.63-7.74 (1H, m), 7.87 (1H, d, J = 8.4 
Hz), 7.94-8.16 (6H. m), 8.25-8.35 (1H, m), 8.44 (1H, d, J = 2.6 Hz), 9.19 
(1H, d, J = 1.8 Hz). 

:C, 75.26; H, 7.50; N, 10.97. 
HifcM:C, 74.98; H, 7.44; N, 11.07. 
gfcjjS : 246-247 «C (i&IMti&J* : IHfcX^W 
m&M7 4 

4 -(HDP7 x=y» -N- [2- [ (2, 2,M-fb7^ U * 




1 3 -C#fc N- [2- [(2, 2.6. 6-7- b ^^Wl-b^U 5?=;» 

8 1 ®&(D®ft&mxfT5 z.t\z^y). «wbfrtfc*«fi»*fc^T#fc. 
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;w [i, i'-tf 7i=;m-*^*s/75 p 

Me 
.Me 

o 




##01 1 3 Tfife N-[2-[(2, 2, 6, 6-^-' h 5*5P;lM-fcr^ U 5?-;M 

'H-NMR (CDC1 S ) a : 1.05 (12H, s), 1.60 (6H, br), 4.10 (2H, s), 7.40- 
7.56 (3H, m), 7.60-7.80 (6H, m), 7.96-8.16 (5H, m), 8.47 (1H, d, J = 2.4 
Hz). 

MM. : 200-201 "C (ftMMHMft : l»X^) 
^12®^ 7 7 

4'-*3 : -;H*-[2-[(2, 2. 6, 6-5=- h 7*^)l/-l-tf^U 

/ U~;M [l, i >- tf 7 x - ;w -4-# -> 7 5 h 

Me 
;Me 




#%0>]1 3T! ! #feK-[2-[(2,2,6,6-5 i h'7^^;P-l-tf^U^-;W 

'H-NMR (CDC1,) 5 : 1.04 (12H, s), 1.59 (6H, br), 2.42 (3H, s), 4.09 (2H, 
s), 7.30 (2H, d, J = 8.2 Hz), 7.55 (2H, d, J = 8. 2 Hz), 7.63-7. 77 (4H, 
m), 7.95-8.16 (5H, m), 8.46 (1H, d, I = 2.6 Hz). 
7C###rM C 33 H„N 3 0-0. 5H,0£LT 
fr#<iI:C, 79.16; H, 7.65; N, 8.39. 

mmm : c. 79.21; h, 7.66; n, 8.41. 
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15 



20 



. ft-M-: C, 75. 60; H, 6.56; N, 8.82. 

H&#:C, 75. 72; H, 6.31; N, 8.72. 
Jgb% : 187-188 *C ffigki 

N-[2-[(->X-2, «-5>jWk-l-t^U 'J 

;W [1. l'-t*7x^W-4-*;^^->75 H 

Me 




lT#fcN-[2-[(^7.-2.6-^^^-l-^^U^-;W^^W-6- 

■H-NMR (CDC1,) <5: 1.05 (6H, d, J = 6.2Hz), 1.28-1.77 (6H, m), 2.52-2.72 
(2H, i). 4.04 (2H, s), 7.40-7. 57 <3H, m), 7.60-7.80 (5H, nd. 7.86 (1H, 
d, ] = 8.4 Hz), 7.96-8.16 (5H, ■}. 8.47 (1H. d. J = 2. 2 Hz). 
Ttmm®. C 3D H S1 N 3 0-0. 5H,0 tVX 

tt#|ft: C, 78.57; H, 7.03; N, 9.16. 

|li:C, 78.36; H, 6.64; N, 9.12. 
: 180-181 "G <Mik<b®M : mm*?-*) 

mmmz 1 

4»-^^-N-[2-[(^-2.6-^^^l-^^U^W^^ W - 6 -^ y ' J 

-JV] [1, l'-H7x-;H-4-*^^r'>75 H 

Me 




mm 1 1 N-[2-C('>X-2, e-^PWWl-tf^V 5?=*) 
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20 




#*« 1 1 T#fc N-[2- [(->X-2, 6-S^3^-l-fcf^ U z?~)V) *?;W-6- 

^/U-;Wr-fehT5 H&fflVix,'s«t«6co2) ira*cD«^*ff5c:i 

'H-NMR (CDClj) 6 : 1.04 (6H. d, J = 6. 2 Hz), 1.27-1.76 (6H, m). 2.51-2.76 
(2H, n), 4.03 (2H, s), 7.47 (2H, d, J = 8.4 Hz), 7.70 (1H, dd, I = 2.2. 
and 8.8 Hz), 7. 76-7. 92 (2H, m), 7.94-8.13 (4H, m), 8.23-8. 36 (2H, m), 
8.42 (1H, d, J = 2.2 Hz), 9.19 (1H, d. I = 2. 2 Hz). 
7C^>#He C 29 H„C1N 4 0 • 0. 5HjO t. l/T 

tH?M:C, 70.50; H, 6.12; N, 11.34. 

^ft:C, 70.58; H, 6.06; N, 11.14. 
Rt£: 217-219 <C (dec.) GttAftSSK : f»X^) 
H2i£0iJ8 4 

6-(4-^^7i^;W-N-[2-[(>/X-2 ) 6-^^^-1-tf^U 5^— ;W ^ 




##08 1 1 N-[2-[(vX-2, 6-^^;P-l-t!^iJ i?-)0 ;*5\>t/]-6- 

+ /"J=;W7th75H$WiT, »6©2) tW«©jJM^*^5Ct 

'H-NMR (CDC1 3 ) 6 : 1.04 (6H, d, J = 6.2Hz), 1. 28-1. 80 (6H, a), 2.43 (3H. 
s), 2.51-2.72 (2H, m), 4.04 (2H, s), 7.32 (2H, d, J = 8.0 Hz), 7.69.(1H, 
dd, J = 2.2 and 8.8 Hz), 7.80-8.20 (7H, jd), 8.28 (1H, dd, I = 2.2 and 
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(3H, s), 2.50-2.82 (3H. m), 2.90-3.15 (2H, id), 4.02 (2H, s), 4.17-4.39 
(2H, nO. 6.70 (1H, br)v7.13 <4H, br), 7.51 OH, d, J = 8.8 Hz), 7.78 
(1H, d, I = 8.8 Hz), 7.95-8.15 (3H, m).. 

5 tUMt: C. 73.74; H, 8.25; N, 11.47. 
Hm®:C, 74.12; H, 8.05;' N, 11.82. 

177-178 -C (dec, : l«Xf^XfJH-fM 

^JSf?!! 8 7 

4 .(4-7MD7x^)-H-[2-[(^-2, * ' 

Me 




,1 




N. 



■mi -c#fc n-[2-[(->^-2, e-^^;p-i-t!^u s?=jw ^w-e- 

arVv-M7±hT$\ t *m^r. ^5 402) *itmJSW3 8fcR 

15 'H-NMR (CDC1,) 6: 1.04 (6H, d, J = 6. 2 Hz), 1. 22-2. 02 (10H. m) . 2. 50-2. 82 
(3H, ■). 2.94-3.14 (2H, m), 4.01 (2H, s). 4.10-4.36 (2H, m). 6.66 (1H, 
br), 7.01 (2H. dd. J = 8.4 and 8. 8 Hz), 7.11-7.24 (2H, m), 7.50 (1H, dd, 
J =2.2 and 8.8 Hz), 7.60 (1H; d. J = 8.4 Hz), 7.92-8.10 <3H, m). 
FAB(pos): 475- [MH] + 

20 *JS#!J8 8 

4-(4-* h*vO-N-[2-[<>-*-2, 6-$^*-l-t^V *=1M 
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mmm 9 o 

/ U-;W Cl, I'-lf 7x~;W-4.-#;i^^7^ K 




###J 1 1 N-[2-[(i>x-2, 6-$?*^;p-i-tMU ^^;W-6- 

'H-NMR (CDCg 5 : 1.04 (6H, d, J = 6. 3 Hz), 1.27-1. 80 (6H. m), 2.52-2.70 
(2H, m), 4.03 <2H, s), 7.23-7.40 (2H, m), 7.46-7.60 (3H, m), 7.68 (1H, 
dd, J = 2.1 and 9.0 Hz), 7.86 (1H, d, J = 8.,4 Hz), 7.93-8.05 (3H, m), 
8.09 (1H, d, J = 8.4 Hz). 8.16 (1H, br), 8.46 (1H, d, J = 2. 4 Hz). 
: 162-164 "C (fcjfUfciglg : PBIX^;0 

mmm 9 1 

4'-^ p p-n- [2- [ i-M y f p tf fry $ j ) * -6-^ / U n;M [1 , 1 »- tf 




1 0 n- [2- [ y yp tr jvy 5;)^ 3^] -6-* 

'H-NMR (CDCI 3 ) <S : 1.06 (12H, d, J = 6.6 Hz), 2.96-3.19 (2H, m), 3.94 
(2H. s), 7.45 (2H, d, 1 = 8.8 Hz), 7.56 (2H, d, J = 8.8 Hz), 7.63-7.73 
(3H. m), 7.83 (1H. d, J = 8. 8 Hz), 7.94-8.19 (5H, m), 8.46 (1H, d, J = 
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FAB(pos): 421 [MH] 4 

Hft&: 212-220 «C (dec.) (IW : WMtX^M 

N-[2-[(2-7x-;i-4,5-^tHn-lfl-^5^/--;Wl-^^)^^W- 6 -^ 
/ U— ;M Cl, l , -t'7x^iH-4-*M^>'75 H 





10 'H-NMR (CDCI3) 5 : 3.54 (2H, t, J = 9. 8 Hz), 3.98 <2H, t. J = 9.8 Hz). 
4.59 (2H, s), 7.30-7.80 (15H, m). 8.01 (2H, d, J = 8.0 Hz). 8.17 (1H. 
d, I = 8.4 Hz). 8.39 (1H. s). 8.55 OH. d. I = 1.8 Hz). 
FAB(pos): 483 [MH] 4 

212-216 °C (dec.) (*£&«& : l»X?;W 

15 ^Jg^J9 5 

4>-7;^D-N-[2-[2-^^;W. S-5>fc H D-lH-f ^/-JH-f/H * 

u ~;w [i.i'-tf7x^;w-4-*;w^'>rs p 

Me 




20 



'H-NMR (DMSO-dj) 5 :1.99(3H. s), 3.3(2H. br ra). 3.5(2H. arm). 4.58(2H. 
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s), 4. 52 (2H, s), 7. 17-7. 40 (8H, m), 7. 80-8. 14 (9H, m), 8.25 0H, d, J=8.4Hz), 
8.54(1H, d, J=1.8Hz). 

Wuil: 200-20.2*0 : WWLX.^)\,) 

9 8 

h7>X-Z-(4-i?DP7i -)V) -K- C2- (1 - tT P 'J * 3=- )V) -6-* /'J. 

-;H-1.3-5?^iJ->-5-*;l/3}?^S/T5 K 



##03 9 2-<i-fc!n U ^;M^;»-6-*y U-;P7$>t#^j 
1 4Wc 2-(4-^nD^xn;W-5-*;^^>'-l,3-v?^-tl->^fflViT, 

io ^^j5 4©3) tmu<Dmfc*?T5z.i 1 \z&r), mmfc-&y>}&m&B*t 

'H-NMR (CDCI,)6 : 1 . 82 (4H, m), 2.62(4H, m), 3.10 <1H, m), 3.94(2H, s), 
4.27 (2H, t like), 4.46(2H, dd like), 5.57(1H, s), 7. 35-7. 62 (7H, m), 
8.06C2H, t, J=12.6Hz), 8.290H, d, J=2.7Hz). 
15 244-246*C • 

MM&l 9 9 - 

4- a-yjij- u y x - )V) -N- [6- 0 - tr d o v-)v* -i-ry^M-x- 



'H-NMR. (DMSO-dj) (5: 1.57 (2H. id), 1.69 (4H, m), 1.80 (2H, m), 2.45 (4H, 
m), 2.77 (1H, ra), 2.90 (2H, m), 3.68 (2H, s), 4.32 (2H, m),' 7.13 (2H, 
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'H-NMR (DMSO-d,) 6: 1.55 OH. " ■>. 1.68 (4H, a). 1.78 (2H, ■>. 2.43 (4H, 
■>. 2.76 (IB. m). 2.88 (2H, m). 3.65 (2H, s). 4.30 (2H. m>. 7.33 (5H. 
m ), 7.57 (1H. m). 7.64-7.74 (3H. m), 7.98 (1H. d. J = 2.5 Hz). 8.69 (1H. 
s). 

5 FAB(pos): 432 CM+H3 4 

«A: 209-211 t: (^^^•-^X^V-^V^ntf^X-xJW 

«l«10 2 

4-7x^-N-[6-(l-tfD U ^;M^)-2-^7^3-l-^U 5»* 




n ^ -rr "N" 

10 # ^J18T#fc6-(l-tfDU^;^^)^^V>-2-TS>S:fflV, 

'H«(DMS0-d 6 ) 6 : 1.60 (2H. b). 1.70 <4H, m), 1.82 <2H, «n), 2.46 (4H. 
15 m). 2.76 (1H. B). 2.91 <2H. m). 3.68 (2H. .). 4.32 (2H. a), 7.18-7.34 
(5H, n0.-7.39 OH. m). 7.60 (1H. m), 7.69-7.76 (3H. a). 8.00 (1H, d. I 
= 1,8 Hz). 8.71 (1H. s). 
FAB(pos): 414CM+H] 4 

: 193-195 <C (^ftW:^^-^^ 0 ^ 1 "^ 



20 t£i£0>J 10 3 




mm i s 6- a- e d u * 7 * >-2-7 s > zm » 
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T, ^54©3) iW«Oii«ff5Ci:fcJ:D, «jSft£tt£&&$ 

'H-NMR (DMS0-d 6 ): 1.40 (2H, m), 1.51 (4H, m), 2.37 (4H, brs), 3.57 (2H, 
5 s), 3.84 (3H, s), 7.09 (2H, d, l=8.3Hz), 7.46 (1H, d, J=8.1Hz), 7.73 (1H, 
s), 7.81 (2H, m), 7.89 (Ifl, d, 1=9. 0Hz), 8.10 (1H, d, 1=8. 1Hz), 8.17 (2H, 
d, 1=8. 3Hz), 8.39 (1H, d. 1=8. 3Hz), 8.43 (1H, s), 9.2 (1H, brs). 
: 263-264 <C (*§Htt& : V Zfu fcT;Ux^ )V) 

6-(4-^DD7 X n;i/)-N-[6-(i-tf^u 
>T5. K , 



10 




cr 

t, mmm 5403) t to©^^? ^t\z&K>, mm<b&'%}*m&® 

15 *tUT#fc. 

•H-NMR CDMSO-d 6 ): 1.41 (2H, m), 1.51 (4H, m), 2.36 (4H, brs), 3.56 (2H, 
s), 7.38 (2H, dd, 1=8.3 and 8. 8Hz), 7.47 (1H, d, 1=8. 3Hz), 7.73 (1H, s), 
7.83 (2H, m). 7.89 (1H, d, 1=9. OHz), 8.18 (IB, d. 1=8. 3Hz), 8.27 (2H, 
m), 8.44 (2H, m), 9.24 (1H, m), 10.64 (1H. brs). 

20 MA: 228-229 r m&imm: mkX.^)V-T±h» 

Mmm 107 

4- a-yjv* a -N- [6- (l- tr^ u ;m ^1-7-7 -1- 



WO 01/82925 



PCT/JPOl/03614 



10 



15 



20 




•H-NMR (DMSO-de): 1.40 (2H. m), 1.48-1.61 (6H. m), 1.80 (2H, d, J=12.4Hz), 
2.26 (3H, s), 2.34 (4H, brs). 2.71 (1H, ■>. 2.89 (2H. dd, J-12.4 and 
11.5Hz), 3.52 (2H, s), 4.31 (2H. d. J=12.9Hz), 7.10-7.16 <4H, m). 7.38 
(1H, d, J=8.0Hz). 7.61 (2H, m), 7.68 (1H, d, J=8.5Hz), 7.74 (1H, d, 
J=8.8Hz), 8.00 (1H, s), 8.70 (1H, brs). 
ft* : 227-228 "C (Mft&tt • fftX^V-^-f V ZfU 

mnm iio 




i 7-e#fe 6-[('>x-2,6-^^;i-i-tf^u^;W^^W^7^ 

'H-NMR (DMSO-ds): 0.98 (3H, s), 1.00 (3H. s), 1.28 (3H, m), 1.58 (3H, m), 
1.81 (2H, bO, 2.78 (1H, m), 2.90 (2H. m), 3.82 (2H, s), 4.31 (2H, in). 
7.33 (4H, m). 7.43 (1H, m), 7.65 (1H, m), 7.72 (2H, m), 7.98 (1H, brs), 
8.68 OH, brs). 

ft* : 199-200 -C : IWlf 1 ^ tf;l/X ~^ ;W 

^SStfil 111 
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8.68 (1H, brs). 

Rft£ : 219-222 *C (&ifrfb&J& : MX5P;l—>f V^D tTJl/X-^) 
HJS^J 113 

6-(f^DD7x-;W+[6-[(v'X-2 > B-^^M-tf-^U 
5 ;W-2-t7^Hrn?>75H 



Me 




1 7 T#7c 6- [ (S/X-2, 6->?^ ^-1 - fcf ^ U $>n;W ^ ^ ^ 
U>-2-75>Sffl^t, 4©3) t^©S|^ff5 Itfci 0 , 

•H-NMR (DMSO-d 6 ): 0.99 (3H. s), 1.01 (3H, s), 1.29 (3H, m), 1.58 (3H, m), 
3.85 (2H, s), 7.52 (1H, d, J=8.3Hz), 7.61 (2H, d, J=8.3Hz), 7.79 (2H, 
d, J=8.5Hz), 7.87 (2H, m), 8.20 (1H, m), 8.24 (2H, d, J=8.5Hz), 8.42 (1H, 
brs), 8.46 (1H, dd, J=2.2 and 8.3Hz), 9.25 (1H, d, J=2.0Hz), 10.63 (1H, 
brs). 

Wl& : 229-230 X: m&itmm : WMtX^V-SM Vfu bf^X-trJlO 
g*d£Ml 14 

N-[6-[(^x-2, 6-^^^-1-tf^u £x;W *^M-2-i~7^M-4' 
h^->[l,l'-E7iXJW-4-7j;i/^-ti-5 K 




1 7 T#7c 6-[(>'7 > -2, 6-i?^^-l-t!^U *?~)V) *?-)V\ ^7? 

1 



PCT/JPOl/03614 
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■H-NMR (DMSO-d.) 6 : 1.63-1.75 (6H. m). .2.16 (1H, m), 2.87 (1H, m>, 3.27 
(2H. m), 3.73 (2H, nO, 7.40 (1H, m), 7.59 (3H. m). 7.82-8.00 (7H, m), 
5 8.13 <2H, d. J = 8.4 Hz), 8.30 (1H, d, I = 8.4 Hz), 8.47-8.54 (2H, m), 
8:69 (1H, s). 
FABCpos): 533 (M 4 

J§4£: 124-126 -C (dec.) OMrftiStt : B»f *-5MV^DK*X- 

x;w) 
io n7 

4'-*pp-N-[2-[[(2S)-2-(* K+e//^WtfD'J^H/^W-6-+ 



15 



CI 




#«M 8 T?# &nfc 4' P P -N- [2- P U * *M y y - • 

;w [l. r -if^x^jw-*-*^***^ f ^fflv^r, ^is^ 2 3 fcn«.©»ff 

■H-NMR (DMSO-dP fi: 1.68 (3H, m), 1.95 (1H. ■>. 2.33 (1H, ■>. 2.84 (2H. 
*>, 3.25-3.44 (5H, ■>. 3.64-3.71 (1H, nO . 4.28-4.35 (1H, m), 7.59 (3H, 
■>. 7.82-8.08 (6H, nO, 8.14 (2H, d, J - 8.4 Hz). 8.29 (1H, d. J - 8.4 
20 Hz), 8.53 (1H, S). 10.62 (1H, s). 
FAB(pos): 486 [M+H] 4 

MA: 172-174 TC CUM** : v:/n K^X-y;W 

UliS^ 118 

terW^» (2S)-l-[[6-[C(4'-^PPCl.l'-^xn;W-4-r 

25 -jv]7 = y]-2-+yu^W^^W-2-^P'J^>*^^' >l/ ~" b 
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FAB(pos): 514 [M+H] * 

lt£ : 1 64-1 66 *C (ttaftftig : IHfcc?;^ V 7> D fcT;PX~r;W 
12 0 

4' h^v-N-[6-[(2, 2, 6, 6-7- h 9X9\»M-lMy ;W *3\>l/)-2- 

5 t7?;W [I, i'-i:7iz;p]-4-AM^$ H 




##09 1 9 6-[(2, 2, 6, 6-^r h ? jWM-IWJ V=.)V) **M-2- 

10 'H-NMR (DMSO-d,) <5 : 1.01 (12H. s). 1.55 (6H, n>, 3.82 (3H, s), 3.93 (2H, 
s), 7.06 (2H. d, J = 9.2 Hz), 7.57 (1H, d, J = 9.6 Hz), 7.71-7.87 (8H, 
m), 8.08 (2H, d, J = 8.4 Hz), 8.41 (1H, s), 10.40 (1H, s). 
FAB(pos): 507 [M+H] * 

m& : 212-214 -C ($HAfmm : i»X9Sfc-5?>f V7*n^X- t=-;P) 
15 12 1 

4' -^;P^-D-N-[6-[(2, 2, 6, 6-x h ^pt^P-i-tf^y 5*=/WpWH-i- 
[i, r-tf7i-;w-4-^;^^5 K 

Me 




1 9 T*§£ 6-[(2, 2, 6, 6-;r h 7^^-1-tf^ U *J-)V) **?)V]-l- 
'H-NMR (DMSO-de) 6: 1.01 (12H, s), 1.54 (6H, m), 3.93 (2H, s), 7.35 (2H, 



< l r>, 

WO 01/82925 



176 
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•H-NMR (DMSO-d^ 6: 1.01 (12H, s), 1.54 (6H, m), 3.93 (2H, s), 7.57 (3H. 
m). 7.74-7.89 (8H, m), 8.12 (2H, d, J = 8. 6 Hz), 8.41 (1H, s), 10.45 (IH, 
s). 

6 FAB(pos): 511D4+H] * 

MA : 244-246 "C (M&imm : IWXWW V 7"P fcf^X-^W) 
12 4 

4' a n-N-[6-[(SM V 7*P y ) *3-M-l-1r7?)V\ [1. l' 



10 



15 



20 




###y 2ot#e. nfc n- [6- [ (iM v 7 a tf;uT s y ) y -2-^-7 5=- 

•H-NMR (DMS0-d 5 ) 6: 1.03 (12H. d, J = 6.6 Hz), 3.01 <2H, m). 3.75 (2H, 
s), .7.52 (1H, d, J = 8.7 Hz), 7.57 (2H, d, J = 8.7 Hz), 7.76-7.89 (8H, 
m), 8.12 (2H, d. J = 8.4 Hz), 8.43 (1H, s), 10.47 (1H, s). 
FAB(pos): 471 [M+H] + . 

ma : 246-250 *c oaatoim : »»x^;w^-f V 7*P tf ;ux-x;w 

12 5 

6- (l- 1? p U s?x;i/ y W -2-* 7 ^ <-(Hna7x x;W -1- fc!^ U 

10XO 




##^J 2 2T#fc 6-(l-t!D >J -7x;i/^?JW -2-^-7 #Mb**B8ft 
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###J2 2T#fc 6-(l-t!D U &=JU*7M-i'+7 b-JV ^ty^mmm. 

'H-NMR (DMSO-de) <5 : 1.72-2.00 (8H, a). 2.28 (3H, s), 2.51 (4H, m), 
5 2.68-3.15 (3H, in), 3.54 (2H, s), 4.30 (2H, m), 7.15-8.01 (10H, m). 
FABCpos): 429 [M+H] * 

ffijfe : 238-240 <c Oft j&fcftftg : Klxfjp-^ y :/ n K^x-ssw 

HJgfcl 12 8 

6- (i-hd u v -)v* 4- (A-7)VOr u y x-;w -1- 1!^ 

io W>JiM*i/U-b 



15 'H-NMR (DMSO-dj) 6 : 1.73-1.91 (8H, m), 2.51 (4H, m), 2.71-3.15 (3H, m), 
3.76 (2H, s), 4.23 (2H, m), 7.15 (2H, m), 7.35 (3H, m), 7.52 (1H, m), 
7.66 (1H, m), 7.90 (3H, m). 
FAB(pos): 433 [M+H] + 

su^t : 106-108 *c mmitmm •. Bix^p-^y^a t^x-^) 

20 12 9 





##^2 2tifc 6-(i-tf a y 5>xfloww -2-^-7 JH"b*3ifm& 
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179 



'H-NMR (DMSO-d.) <5: 2.42 (3H, s), 2.80 (2H. m), 3.10 (2H, m), 3.71 (2H, 
s), 7.36 (2H, m), 7.88 (5H, m), 7.99 (2H, m), 8.11 (2H,. d, J = 8.4 Hz), 
8.46 (1H, d, J = 2.2 Hz), 10.56 (1H, s). 

®M : 230-232 X: : IHftX^-SM V 7a tT^X-^W 

5 mmm 132 

. 4? a 0-N-(2-*3 L ;l'-l, 2, 3, 4-x k H D^/[b] [1, 6]^7^U 5? 
>-8~T;W [1. l*-E7x-JW-4-^;^^U-5 h* 



2 3 2-*5MW-l. 2, 3, 4-rh7k Ka^>V[b] [1, 6]^^^ 

■H-NMR (DMSO-dj) 6: 2.42 (3H, s), 2.80 (2H, m). 3.07 (2H, m). 3.71 (2H, 
s), 7.58 (2H. d, J = 8.4 Hz), 7.80-7.99 (7H, m), 8.12 <2H, d, I = 8.4 
Hz), 8.46 (1H, d, J = 2.0 Hz), 10.57 (1H, s). 

238-240 -C (®&<t®m : ftf&X5P;W>M V ?U tf;VX-^) 



i o n-[2-[(jm y^D e;w7S y) *3Mi/l-6-*y u x;W 

'H-NMR (DMSO-dj) 6: 1.03 (12H, d, J = 6.6 Hz), 3.02 (2H, m), 3.86 (2H, 
s), 7.43-7. 56 (3H, m), 7.69 (1H, d, J = 8.4Hz), 7. 67-8.05 (6H, in), 8.12 





N 



Me 



Me 



Me 
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'H-NMR (DMS0-d 6 ) 6: 1.02 (12H, d, J = 6. 6' Hz), 3.02 (2H, m), 3.86 (2H, 
s), 7.35 (2H, m), 7.69 (1H, d, J = 8.4 Hz), 7.80-7.88 (4H, m), 7.96 (2H, 
m), 8.11 (2H, d, J = 8.4 Hz), 8.25 (1H, d, J = 8. 4 Hz), 8.51 (1H, d, J 
5 =2.2 Hz), 10.58 (1H, s). 
FAB(pos) 456IM + 

m& : 207-209 "C (tt jMbftjft : iHlx^h^ y 7n fcfJUx— 

Mmm 13 6 

N-[2-[(>H' y^D tf^TS J) *3M)/|-6-*y u n;W-4* -^WKl, 1" - 
10 t*7iZJW-4-*M^5 H 




1 1 o n- [2- [ (sm y y □ tf;i^T s/)^ -6-* ;ur;w 

15 'H-NMR (DMS0-d e ) 6: 1.02 (12H, d, J = 6.6 Hz), 2.37 (3H, s), 3.02 (2H, 
m), 3.85 (2H, s), 7.32 (2H, d, J = 8. 2 Hz), 7.69 (3H, m), 7. 84 (2H, d, 
J = 8.4 Hz), 7.96 (2H, m), 8.10 (2H, d, J = 8.2 Hz), 8.25 (1H, d, J = 
8.8 Hz), 8.51 (1H, d, J = 2. 2 Hz), 10.56 (1H, s). 
FAB(pos) 452Dl+H] + 

20 : 225-227 -C OSH-ftigi* : K^X^;U-SM y ~?U fcfJPx-^) 

mmm 137 

N-[2-[(^yyntf;i,T5y)^^;n-6-^yux;w-6-(4-^^yx 



PCT/JP01/03614 

WO 01/82925 
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■H-NMR (DMSO-d,) 5: 1.02 (12H. d, I - 6.9 Hz). 1.60-1.77 (4H, 4. 2.26 
( 3H s) 2.85-3.03 (5H. m). 3.82 (2H. s). 4.43 (2H. a), 7.12 (4H, m>. 
7.62 (1H, d. I = 8.4 Hz). 7.79 (2H. s-like). 8.05 (1H. s). 8.12 (1H. d. 
10 J = 8.8 Hz). 8.81 (1H. s). 
FABCpos) 459[M+H] + 

184-186 «C m*K^:WmtX*W4V***»*-* M 

4 - (4 -* UU7 *=J»-*-B-UiM V *D t£jV7 S /) « - 

^ 1 0 N-[2-[<5M V K JVT 5 / ) 'J =*3 

20 'H-NMR (DMSO-d,) a : 1.01 (12H. d. I - 6.3 Hz). 1.59 (2H. a). l.« C* 
S ) 2.78-3.00 (5H. m). 3.82 (2H. s). 4.32 (2H. m) . 7.32 (4H. m). 7.62 
(1H. d. I = 8.1 Hz). 7.79 (2H. s-like). 8.05 CM, s). 8.12 (1H. d. I = 
9.0 Hz). 8.81 OH, s). 
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'H-NMR (DMSO-d^ 6 : 1. 73 (4H. *), 2.50 (4H, m), 3.75 (2H, s), 7.47-7.59 
(4H, m). 7.77-7.92 (4H, m), 8.20 (3H, m), 8.44 (2H, m), 9.25 (IH, m) 
10.63 (IH, s). 

5 Mti: 212-214 «C (^bM : »x^-^ y^p tf^x-^A) 
14 3 

6-(4-^h^>>7xx;w-N-[6-(i-t? D .j^x;^^;w-2-^7^;Wx3 



) 




1 8Ti& 6-(l-fc?P U.^x;M^W^7^ P>-2-T$ >£^V> 
T, ^li5 4®3) t®M<D®ft*?T5ZUz3:V), *Hft*tt«*e» 

'H-NMR (DMS0-d 6 ) * : 1. 72 (4* ■>. 2.50 (4H, m). 3.73 (2H, s), 3.85 (3H 
s). 7.09 (2H, d. J = 9.0 Hz), 7.47 (IH, dd, 1 = 1.5, 8.4 Hz), 7.76-7.91 
(4H, nO, 8.10 (IH, d, J = 8.4 Hz), 8.18 (2H, d, J = 9.0 Hz), 8.38-8.44 
(2H, a). 9.20 (IH, m), 10.59 (IH, s). 

Mti: 261-263 «G («fbM : ^x^^ yypfcf^x-^) 
14 4 

6-(4-^j^p 7x x;i,)-N-[6-(i-ifpij^x;^^;W-2-^7^;Hxp 
H 



jCCTO 
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0H.n). me a i, •.««>>■>•«*■ 10 - 68(1H ' br) n 
sua- i,w<c osftW(et : »sx^-fvyaii*x-^w 



10 



15 



20 



25 





5 0 mg 


(2) r^b-* 


3 4 mg' 


(3) h^^on^ 


1 0 . 6 mg 


(4) hO=ED3->ii 


5 mg 


■ (5) *T-7'J >»T^S/^^ 


0. 4 mg 




2 0 mg 



W- 1 2 0 mg 

cDNA (DitiH t , , , _ , & w 

of, (Xt-5i-y->tt) w»#u » 1 *.ttm«C««»AV 



) 
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coil©^D->J;r3Plasmid Midi Kit (*7$*>*fc) fttftrVC/^XS K« 
WHU «fflM»*Sal I££tfSpe I T^BfrLT-f h«»ft«Dfl*L 

5 aat«f^oTH*U&. -SM^ih-hDNA^Sal I* Jiff spe iT« 
^■M«W|fflKH«^^-^X5HpAn&-lllH (Hinuma, S. et al. 
Biochia. Biophys. Acta. Vol. 1219, pp. 251-259 (1994)fE«© pAKKOI. 11H 

-f y-: ^a>£frfcK ae*S^^7^5 KpAKKO- SLC-1 

pAKKO- SLC-1 -VffXHftLfc EL coll DH5( h-a-#-> e«*KPlt»id 
Midi Kit (*Ty>tt) £*§V>T pAKKO- SLC-1 C5^5H DMA *fiSL&. 
-tt£CellPhectTransfectionKit (77->tA7 7;PY^Wtf^t) 
*«V*Wt©:/D K3iHca,T(» dhfrTttfclgALfc. I0 g©DNA 
*U>K*;P^At©*tfcJB»tttu 24*mflt£5 x 10 5 £*:ttl x 10« 
«©cmdhfritt*ttiL & iOe 1 ^^ fc Wp Lfc ; I0X95*JBiM» 
**tr NEK <.*«•? 1 BRWiUftft, «ftu HR«ttTft« 10XW» 

*> sLc-i sm ommmx^mm^msimoaa-^ # i,*. 
mmmi-4 £«^slc-i i-±^-m&mmmo^mm(Dm^cw ' 
SLc-i msm^mn 

mmw i - 3 xm&ztitt cho/ slc-i w 56 * a ->©^? „ ^ SL c-i 

Hr^-«aRjnRNA058M*CytostarTPUte (7Y^tA7 7 ;^y 
CHO/ SLC-1 **©#*□->£ Cytostar T Plate ©# well \Z2.5 x 10W 

well fc 0.25* TrItonI-100ftWjDUT«*©»lttft»|f fc> |, « S ^ ;I/ 
LfcSB^JS^: 5©riboprobe*jD*TA-f^U^-fXS*fc. 20 ng/ml © 
RNaseA well IctoAxiB*© riboprobe fcfcfcU h*J;<«fe«n, 
A<yiJ^XL& riboprobe ©&&«&£ Topcounter THfcLfc. 



PCT/JPOl/03614 

WO 01/82925 

191 

DH10B/hSLC-l S»fc.«*<D^D->*7^K5'U>'«W"»««" M 
*U QIA pre P 8 mini prep (*7*>*b) MV»t^X5 P DNA SfcSU 
fc. «B«*JfeflDfc*©K*tt* DyeDeoxy Terminator Cycle Sequence Kit 

6 flMRbfc. fi*»*: 8fca*«*W«*&nfc. r^snfc 

«MBJW«3-H«75y«W (BJW» :•») Lakaye 6 ®** 
(Lakaye, B. et al. (1998) Biochem. Biophys. Acta, vol. 1401. PP. 216-220) 
rfcwr b h SLC-1 OBIItttlt b^£#DNAjB?J (accession 
Bumber:Z86090) **fcfcl/C** h SLC-1 frfeWiSftftm^TW* 
tlWfcb h SLC-1 Ta>WHJlt»»^0, «tt»IO« 6K 69 ft 

at 64 7 s y w*3 p atg #*kk ±T#ftr * - to ^ 

Escherichia coli DHlOB/phSLClLS & I FOte^N I BHtfKUfc. 
Mfll - 7 b HftWB^cBttMV^PCRttfcJ:* t b SLC-lcDNAO 



10 



15 



20 



25 



V 7 y^Sfc* 0 9 o-=>f b h SLC-1 DNABW*** 
^X5h'S^i^ EH**: 10**1*1 l©^DNA^-7-t 
12^1 3©ft*IWA^^-*«^TPCRttlCJ:**te 
«#©JWIDNA*thSL0-l(S)t. *#©**DN 

as b h sLc-i a) «ma 

SLC-1DNABJI*W«X3F«I5 M K SfcDNA ^^-fc 0.4 
„M, 0.2 mM dNTPs-. pfuDHA*U*?-tf 0.5 jt I 

^_ cv-*>x;i^-tt) */BV>, 60 • 60 * 

57-C-60#, 7rc.lB0»©1K^**BlMiD«U 71*0 -10 » 
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- 9 t h SLC^l(S)JWCB»«6J:0fk h SLC-1 (L)^CH0,« 

ft*:/*** Fte«fcoT*mafcarft&] k cpjr©* d~ >J; D PIasjDid 

Midi Kit (W>*fc) *fflW5«HftWIU MUMtSil ItJ; 

H pAKKO-lllH (Hinuma, S. et al. Biochim. Biophys. Acta, Vol. 
1219, pp. 251-259 (1994)bH«© pAKKOl. 1 1H W 

$ K pAKKO-hSLC-1 (S) £ pAKKO-hSLC-1 tt) £^ L£„ 
pAKKO-hSLC-1 (S)*^ P AKKO-hSLC-l d)l?fg^Lfc B,^H DH5 a ( h 
-3-#-) pi asJBid Midi Kit ( ^ T y >a) MViTpAno _ 

MLC-1 <S> £ pAKKO-hSLC-1 0) «W* 5 H DNA &jg|£! L*. eft* Cel IPhect 
TransfectionKit (7^>tA7 7 ^^7/Wtf^t) MV««hO^ 
Dha;Hc^TCHOdhfr«{c^A^. 10 ji g©DNA *ij 

VAtamammti* ummttx iv*tt*i x wmvcm Mr 

lUtemifclO o^-H^lft, 10X*$*MBAit**tr MEM a 

*tmm?F*w a*nr&mi>*. ww«+Tiw»LT<*t s slc- 

1 (S) 5t^?«A CH0Mj}ST*S^Ste^BjaonD~-56 *D-.>£J;tf v 
t h SLC-1 (L) Ht&FMA CHO MflTCft «*maftMfcc!)=i D --61 * 

#*«i-io thsLc-i<s)^uc fch sLc-i a) mmematfom^m 
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vv>m<D se at>- h k> 7 »*-f 7 ^ SLC_1 CH0 
mm®* ni m i sattbfc* msa*«reWbfc 3xio-<u mch 2 tf u 

5 Oigtl:Mt«^SI 2 il U [ ss S]-Guanosine5' -(r 

-thio) triphosphate(^b^a tt»«Ml *> *n*WBttU&<« 
B&m**iim:20 |£ g/mU PS] -Guanos ine5' -<7-thio) triphosphate : 
0.33nM). C©K*«ft28X:T?ll*«» »Wrt«&K««*fc«- 
^j^-(GP-0*»V*T»3l*aU (50mM Tris-HCl 

10 PH7.5) 300 (c lTIBWIH/fc. W?^-^^^-* 
50ml ttttlU »o fcJW«Sttft«#^^^-^ a ^S^*-***^- 

*Lfcfc*©ittffiStt> x 100 tux, iftftHMt (X) *6<ls«M>iC 
15 ffi£J?fcHb£. 
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1 . 

Ar — X— Ar— Y— N( ) fn 



x^conr 8 , nr 8 co a s \t*mm^ ad^sjithtw^,., 

Yt^fcOjK^fc 1 6 ODX^— y— * ; 

ArttKftaSS*LT^Tfe«kVi»^i!ISCaf^j|ft : 

Vittft**26**r^, R 1 <h R 2 <?: ttl»m--5S*^«i: fcfi&SS^T L 

,.,7M;|/^^T) T&S£i^ Ar«AD$*>, hh'n^>, Cl . 6 7;i. 
*;k 7^3*^*±«Aby>j»>6a«tl««J|y6*#l,WTfeJ:Vs4 

6. XM?C0NR«Sfe«NR 8 C0 (R 8 ffcK*^ AD^4ftTHTW 
*i c J:^R 2 ^-*fe«M^oT7K*^Sfc«g^^#L,TViT'b e fc^ 
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17. Y3&SC 1 _ 8 7^V>T?**«** 5 ' E * (Z)fl2 ^*- 

18. R 1 1 R 2 t«f t 

B 19. «JWBWW» i e**y^ tf*ys», t^vX Kny5», 

2 ', l-5>fc F P«f > 1. 2. 3, 4-x b ? k H P*/ U L 2 - 3 - 4 

2 0. to^SfBic^b^^fe^^*^ 1 - 11 ^^^^^ 0 
10 2 1. St*:® 5 fSftaflSfttt ©7*P b* * V 

2 2,4' -^D+[6-[(N, N-5>* >0 ^/W-^fM U. 1 " 

4' -ar DO-N-C6- (1-KD <J D. I' -K 7x=*J- 

4' D P-N- [2- C (2-* ^W. 5-7 1 P D-l*-f 5 ^/-^W /» 
jV]-6-*/ «J =/M CI. l'^7x^W-4-*;^^5 P •; 

4« a p-N-DKa 2. 6, e-y b ^ >wwi-t^y s>=y» ^/w-e-*/ 
ij -;H [1. r -tf7i-JW-4-*^^ 5 15 ; 

4 -(4-^D7x^)-N-[2-a-t:D , J^^ jW - 6 ^ ;,J:1JV] " 1 " e 
N-[2-(l-trP U y tl. l'-K7*=*]-4-*** 
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x&&tfYim-£tcim&<oT±M(Dm?& 1 an l 6 ; 
> v^Mb*******-*, R 1 1 R 2 ttmmr same?* % izmmm^v 

2 OT^-r§^M^, Y^^r^Ar tthizmmm^mvx^xh^\r^m 
mm&mzwj&ux^xbzw xm^h^t^^t^mom^m^ 

2 7. ^ 

Ar 1 — X— Ar— -Y— N ^ \ 

\ 2 l'/ 



tt*. Ar 1 imm&*mLx^x<b&\,*mttm* 

Ar imm^mLx^xh^m^m^mm^ 
r ^ctt^R 2 im-ztc\m^x7kmm?tt\mm&z&vx^xh£ 
^mtymm^n\ * 1 £it z ttm&~?zm®^£%\zwmmzm-u 
^x*±^mmmm*M&,Lxhj:<. r *tmm-**mm**zv 
Y.£th\zmm&zmbx^x%£r,^m®mmzB®i,x^x%j:< , R 



PCT/JP01/03614 

WO 01/82925 

1/11 

SEQUENCE LISTING 
<U0> Takeda Cbemical Industries, Ltd. 
<120> Melanin Concentrating Hormone Antagonist 
<130> 2723W00P 
<150> IP 2000-134295 
<151> 2000-04-28 

<150> IP 2000-384897 

<151> 2000-12-13 

<160> 16 

<210> 1 

<211> 32 

<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 1 

gtcgacatgg atctgcaaac ctcgttgctg tg 32 
<210> 2 
<211> 32 
. <2i2> DNA 
<213> Artificial Sequence 

<220> 
<223> 
<400> 2 

actagttcag gtgcctttgc tttctgtcct ct 32 
<210> 3 
<211> 353 
<212> PRT 
<213> Rat 



WO 01/829l!S 

PCT/JP01/03614 

3/11 

Thr Ala Ala Tyr Val Lys He Leu Gin Arg Met Thr Ser Ser Val Ala 
225 230 235 240 

Pro Ala Ser Gin Arg Ser He Arg Leu Arg Thr Lys Arg Val Thr Arg 

245 250 255 

Thr Ala He Ala He Cys Leu Val Phe Phe Val Cys Trp Ala Pro Tyr 

260 265 270 

Tyr Val Leu Gin Leu Thr Gin Leu Ser lie Ser Arg Pro Thr Leu Thr 

275 280 • 285 

Phe Val Tyr Leu Tyr Asn Ala Ala He Ser Leu Gly Tyr Ala Asn Ser 

290 295 300 

Cys Leu Asn Pro Phe Val Tyr He Val Leu Cys Glu Thr Phe Arg Lys 

305 310 315 . 320 

Arg Leu Val Leu Ser Val Lys Pro Ala Ala Gin Gly Gin Leu Arg Thr 

325 330 335 

Val Ser Asn Ala Gin Thr Ala Asp Glu Glu Arg Thr Glu Ser Lys Gly 
340 345 350 

Thr 

<210> 4 
<211> 1074 
<212> DNA 
<213> Rat 
<400> 4 

gtcgacatgg atctgcaaac clcgttgctg tccactggcc ccaatgccag caacalctcc 60 
gatggccagg ataatctcac attgccgggg tcacctcctc gcacagggag tgtctcctac 120 
atcaacatca ttatgccttc cgtgtttggi accatctgtc tcctgggcat cgtgggaaac 180 
tccacggtca Ictltgctgt ggtgaagaag tccaagctac actggtgcag caacgtcccc 240 
gacatcttca tcatcaacct ctctgtggtg gatctgctct tcctgclggg catgcctltc 300 
atgatccacc agctcatggg gaacggcgtc tggcactttg gggaaaccat gtgcaccctc 360 
atcacagcca tggacgccaa cagtcagttc actagcacct acatcctgac tgccatgacc 420 
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<210> 7 
<211> 18 
<212> DM 

<213> Artificial Sequence 

<220> 

<223> 

<400> 7 

cctggtgatc tgcctcct 18 
<210> 8 
<211> 1275 
<212> DNA 
<213> Human 

<400> 8 ' n 

.agg.gatg, cagtggsagc ca.gaagaag »D>» ««»■ gCgg^ « 
ggcagcggc. gccaggctac ggaggaagac cccO.ccc. ac.gcggggc 
gg.caagg.g gcaggcgc.g MW, aagcc.gcg. gggtggaggg eagc.cagc. 
cggUg.ggg agcaggcgac cggcac.ggc tgga.ggacc .ggaagcc.c gctgctgccc 
actgg.ccca acgccagcaa cacc.c.ga. ggccccgata acctcacttc ggc.gga.ca 
cctcc.cgca cggggagcat c.cctacatc aaca.ca.ca tgcc.tcggt g.tcggcacc 
atctgcctcc tgggca.ca. cgggaac.cc acgg.ca.c. tcgcgg.cg. gaagaag.cc 4 0 
aagctgcac. gg.gcaac.a cgtccccgac alct.catca tcaacc.ctc.gg.ag.aga, 
ctcctcttlc tcctgggca. gccc.tcatg atccaccagc tcatgggcaa tgggg.gtgg MO 
cac.ttgggg agaccatgtg caccc.catc acggccatgg atgccaatag tcagt.cacc 
agcacdac. .cc.gaccgc ca.ggcca.. gaccgctacc tggccac.g. ccacccca.c 
tc Ucc»cg. agt.ccggaa gccc.c.gtg gccaccc.gg tgatc.gcc. cc.gtgggcc 
ctc.cct.ca .cagca.cac ccc.g.g.gg c.gta.gcca gactca.ccc C.cccagg. 
gg.gcag.gg gCgcggca. acgcctgccc aaccc»g.c. Cg.cc.cU c.ggt.cacc 
ctgl accag. t.ttcctggc c.t.gccc.g cct.Ug.gg .ca.cacagc cgca.acg.g 
agga.cc.gc agcgca,gac g.cc.cag.g gcccccgcc. cccagcgcag ca.ccggc.g 950 
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Asn Val Pro Asp He Phe He lie Asn Leu Ser Yal Val Asp Leu Leu 
145 .150 155 J60 

Phe Leu Leu Gly MeT Pro Phe MeT He His Gin Leu Met Gly Asn Gly 

165 no , 75 

Val Trp His Phe Gly Glu Thr MeT Cys Thr Leu He Thr Ala MeT Asp 

180 185 190 

Ala Asn Ser Gin Phe Thr Ser- Thr Tyr He Leu Thr Ala MeT Ala He 

195 200 
Asp Arg Tyr Leu Ala Thr Val His Pro He Ser Ser Thr Lys Phe Arg 

210 215 220 

Lys Pro Ser Val Ala Thr Leu Val He Cys Leu Leu Trp Ala Leu Ser 
225 230 235 240 

Phe lie Ser He Thr Pro Val Trp Leu Tyr Ala Arg Leu He Pro Phe 

245 250 255 

Pro Gly Gly Ala Val Gly Cys Gly lie Arg Leu Pro Asn Pro Asp Thr 

260 265 270 

Asp Leu Tyr Trp Phe Thr Leu Tyr Gin Phe Phe Leu Ala Phe Ala Leu 

275 280 285 

Pro Phe Val Val lie Thr Ala Ala Tyr Val Arg He Leu Gin Arg MeT 

290 295 300 

Thr Ser Ser Val Ala Pro Ala Ser Gin Arg Ser He Arg Leu Arg Thr 
305 3,0 315 320 

Lys Arg Val Thr Arg Thr Ala lie Ala He Cys Leu Val Phe Phe Val 

325 330 335 

Cys Trp Ala Pro Tyr Tyr Val Leu Gin Leu Thr Gin Leu Ser lie Ser 

340 345 3 5 o 

Arg Pro Thr Leu Thr Phe Val Tyr Leu Tyr Asn Ala Ala He Ser Leu 

355 360 3 6 5 

Gly Tyr Ala Asn Ser Cys Leu Asn Pro Phe Val Tyr He Val Leu Cys 
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<400> 12 

agtcgacatg tcagtgggag ccatgaagaa ggg 33 
<210> 13 
<211> 33 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 13 

aactagttca ggtgcctttg ctttctgtcc tct 33 

<210> 14 

<211> 1074 

<212> DNA 

<213> Human 

<400> 14 

gtcgacatgg acctggaagc ctcgctgctg cccactggtc ccaacgccag caacacctct 60 
gatggccccg ataacctcac ttcggcagga tcacctcctc gcacggggag catctcctac 120 
atcaacatca tcatgccttc ggtgttcggc accatctgcc tcctgggcat catcgggaac 180 
tccacggtca tcttcgcggt cgtgaagaag tccaagctgc actggtgcaa caacgtcccc 240 
gacatcttca tcatcaacct ctcggtagta gatctcctct ttctcctggg catgcccttc 300 
atgatccacc agctcatggg caatggggtg tggcactttg gggagaccat gtgcaccctc 360 
atcacggcca tggatgccaa tagtcagttc accagcacct acatcctgac cgccatggcc 420 
aUgaccgct acctggccac tgtccacccc atctcttcca cgaagttccg gaagccctct 480 
gtggccaccc tggtgatctg cctcctgtgg gccctctcct tcatcagcat cacccctgtg 540 
tggctgtatg ccagactcat ccccttccca ggaggtgcag tgggctgcgg catacgcctg 600 
cccaacccag acactgacct ctactggttc accctgtacc agtttttccl ggcctttgcc 660 
ctgccttttg tggtcatcac agccgcatac gtgaggatcc tgcagcgcat gacgtcctca 720 
gtggcccccg cctcccagcg cagcaiccgg clgcggacaa agagggtgac ccgcacagcc 780 
atcgccatct gtctggtctt etttgtgtgc tgggcaccct actatgtgct acagctgacc 840 
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agcccagggg cagcttcgcg ctgtcagcaa cgctcagacg gctgacgagg agaggacaga 1260 

aagcaaaggc acctgaacta gtt 12 83 

<210> 16 

<211> 420 

<212> RNA 

<213> Human 

<400> 16 

caaaagcugg agcoccaccg cgguggcggc cgcucuagcc cacuaguuca ggugccuuug 60 
cuuucugucc ucuccucguc agccgucuga gcguugcuga cagcgcgaag cugccccugg 120 
gcugcaggcu ucaccgacag gaccaagcgu uugcggaacg ucucacagag cacgauguac 180 
acaaaggggu ugaggcagcu guuggcauag cccaagcuga uggccgcauu gtiauaaguag 240 
acaaagguga gggucgggcg gcugauggac aacuggguca gcuguagcac auaguagggu 300 
gcccagcaca caaagaagac cagacagaug gcgauggcug ugcgggucac ccucuuuguc 360 
cgcagccgga ugcugcgcug ggaggcgggg gccacugagg acgucaugcg cugcaggauc 420 
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